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(57) Abstract: Drugs comprising a combination of one or more p38MAP kinase inhibitors and/or TNF-a production inhibitors 
with one or more agents selected from the group consisting of: (1) nonsteroidal ami-inflammatory agents; (2) disease-modification 
antirheumatics: (3) ami-cytokine drugs: (4) immunomodulaiors; (5) steroidal drugs: and (6) c-JUN N-terminal kinase inhibitors. 
These concomitant drugs are useful as preventives and remedies for diseases such as rheumatism and arthritis and other diseases. 
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15 -^.;i/]7 7 ^> (^%^!JA,2.3 - 6 0 ) N . 

* 

[4- H-7DD7xr^) -5- (4-h°';^A) -1, 3-^7-V-;V-2 
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1 , 3-f7^-2-^H7"p^>7U*. tmM A 2 3 - 3 2 5 ), 
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* * ' 

1 , 3 -^7V-;i/- 2-^M7x^;i/7^ K(##$IA 4 4 - 7), 

[4- (3-^^1/7x^1/) -5 - (4-£U^;iO -1, 3-^ 

7V-;i/- 2 7 x-.;i/7;i/*^>- K (#%$JA 44-8), *^;i/4 -[4 

.-.|3-^7xr;i/) - 5- (,4-h , iJ^V) ! -l. ) .3-^7V-jl/-2- 

15 -r;i/] 7x^;i/7;i/^> (#%#jA 4 4 - 2 6 ) 'tet*&mf bti&o 

"', (I) Xi± (la) tbTlt, ■ 

* 

(S) -N- [4-'(3-^^^7xrjl/) -5- (2- (l-7x-jl/Xfjl/7^7) -4-tf 

i 

(R) -N- [4- (3-^^l/7xr^) -5- (2- (l-7xrjHW^) -4- tT 

20 -i,3-f7y-;i/-2-f;v] -nf>7^ h\ 

(S) -N- [4- (3-^Wxr;i/) -5- (2- (l-7xr;nf;i/7 ^ 7 ) -4-tf 
'VPJU) -l,3-^7^-;H-^;i/] -2-^f;^3f>7^ h\ 

(R) -N- [4- (3-^fA7x-jV) -5- (2- (l-7x-;l/XfjV7U) -4-tf 

y$W -i,3-f7y-;i/-2-^;i/] -2-^^;i/-=?^>r^ h\ 

25 (S) -N- [4- (Hfjl/7xz;v) -5- (2- (l-7i^l/xf jV7>7) -4-'tT 

U^;v) -l 5 3-f7^-;i/-2-i';v] -z-$uo-zi?>t^ h\ . 

(R) -N- [4- (3-^^;V7x-;V) -5- (2- (l-7x^Vxfjl/7U) -4-£ 

(S) -N- [4- (3-^^l/7x^;V) -5- (2- (l-7x^l/x^7^) -4-£ 

45 



10 



15 



0 



WO 02/051442 

PCT/JPO 1/1 1353 

(R) -N- [4- (^Wxr^) - 5 - (2- (l-7x-^7^) - 4 -f 

5 -;i^-2-^;i/] -r/^>T^ h\ ... 

■ • 

N- [5- (2^>^^-4-tf "y ^) - 4 - (3-/^7xr^) 
— ;i/-2--Y;i/] -2-7dp-d^>t5. h\ 
. .. N- [5- (M>^7^-4-K.W-4- (3-'^^x^) - U - f7 y 

-;b-2-^;i>] -2-^;v-;d^> t ^ 
N- [5- (2-^>vV;^y-4-tM; - 4 - - 1>3 ^ 7 

N- [5- (2 : ^>^^y-4 : tf yj?^) -4- (3-X^ 7 x^) -1,3-^ 
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N- [4- [2-^;W4- (Hf;i/7xr;v).-l,3.f7y-;H-^l/] -2 -Kijy 
25 Jl] ^>Z7K F (##0JD{b£ttl 6-9), 

N- [4-.[2-7*f;H- (3-^;P7xr;i,) -U^7V-;H-^l,] -2-^U^ 

^] -J-7.xr*7Di;*>7^ J* (#««|Dfl^«|l 6-1 0), 

N- [4- [2- (4-7;^D7xr^) -4- (3-^;^7x_;v) -1,3^7^-^-5 

-2-tf'j^;i/] -0x7^ N* (#^JD<b^l 6-1 ix 
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N- [4- [2- (4-7MD7xr;i/) -4- (3-^^7i-;i/) -1,3-^7^-^5 

» 

• v;i0-3-7x^;i/7°p^;t>7^ K(#%$JDfbi§itl 1 6-1 2), 

11 

N- 14- [4- (3-^f;i/7x^jV) -2- (HfW7iUl/) -l 5 3-f7^-;i/- 
5_f;t/] ,2-t:- 1; /^>X7^ F .(#%$ID4bi^tJ 1. 6 - 1 5 K 

• .5 N- [4- [fi(3-^;V7x- jl/) -2- (4 : ^Wi-7i-7y) -l,3-^7*\/-;i/- 

■ • '• • ' -. ' ■ • 

5--01/] -2-fcT'J $?;]/] -3-7xi;t/7Dtft>7^ F (#%tfiJD<fb-&tJ 1 6- 1 

6), ' 

N-^>^;b-N- [4- [2-x^-;b-4- (3-^^7xijl/) -1,3-^7^-^-5-^^] 

* 

. ^-^u^^i T 7 ^ > (^mDfo&mi 9-2), 

io N- [4- [2-x^;i/-4- (3-^^^7x-;i/) -i,3-^tv*-;i/-5— r;.H -2-tf'U^ 

-N- (2-7x-;i/oi^.;i/) > (#%^J D-fb-^^ 1 9 - 3 ), 
N- [4- [2-X3SU/-4- (Hf;i/7x-jH -l^-^TV-^-S-^Jb] 
-N- (3-7x-;i/7"DbVl/) r ^ > Dlb-g-tJl 9 - 4 K 

t 

. .N.-.^ > ^ArN- [4- [4- (H^7i^) -2-^°D tf;i/-l,3-^7y-;i/-57^ 
15 -2-K!J^] (#%^JD<b^t) 1'9- 5) s 

N- [4\ [4- (H^Jl/7xz^) ^2-y°U ^JV-l,3-^TV^Jl-5-^^y -2-^ V 

... ♦ 

. -N- (2-7x^1^1') T$.> (03gfflD4h&!®) 1 9 - 6), 

N- [4- [4- (3-.^^7rrjl) -2-7Ph 0 ;W } 3-^7^-^-5--Y;i/] -2-f U 

-N- (3-7xx;i/7°P tvi/) 7^ > (^MVfc^®} 1 9 - 7X 

20 N-^>S^-N- [4- [2-y^;i/-4- (3-^Jl'7xrjl/) -1,3-^7^^—^-5-^ 

-2-tru^;u] (#^JD<b^t/i 9-8),' 

N- [4- [2-7*^;P-4- (3-^f^7x-M -l^-^T^-^-S— f ;i>] -2-£'J^ 

;v] -N- (2-7 x^;v^^;v) t 5. > (^^llMb-^ 1 9 - 9 ) N 

N- [4- [2-7*?-;i/-4- O-^^^i/^x-;!/) -i,3-f7 v ;-;i/-5-/ f;i/] -2-tf us> 

25 -N- (3-7 x - ;i/7D t?;u) 7* ^ > (#%$!Dflj-&t! 19-10), 

N-^>^;i/-N- [4- [4- (3-^^V7xZjl/) -2- (4-^^^7x-jl/) -1,3 

-^T^-;i/-5->f ;v] -2-£i)^;i/] (#%^jD^b^i 9 - l 7), 

N- [4- [4- (3-^^;i/7x-;i/) -2- (f^jl/ft7x-;i/) -1,3-^7^-;!/- 
.. 5-^;i,] -2-'KUy;i/] -N- (2-7x-il/x^) 7^> (^OT'fb'&^J 1 9 - 

71 



10 



15 



20 



WO 02/051442 

PCT/JPO J/1 1353 

18), 

N- [4- [4- (W^pxr^) -2-'(Hf;W7x-;b) -1,3-^7^-^ 
-19), 

N- [4- [4-.'C3^^7x-^) -2- (4-^^;^;i/^-;ix7x-;0 -l,3-^ T 
N- [4- [4- (3-^fil,7.xr^) -2. (M^Wz^ 7 x-;i,) -1,3-5^ 

v-A-s-^r ;k]-2-tf.u ^i/)^-;^ Y{^%mmh^2i - l ), 

N- [4- [4- (3^^7ir^) -2- (4-^;^;^r^ 7 x-ji,) -1,3-^:7 

1-2), • 

N--^;WN- [4- [4- (3-^^xr;H -2- (4-^^^ktCib7xr;| / ) 
-l^TV-^H-^kl^tMj^] 7 ^ (#^ Df ^ i2 1-5), 
N- [4- [4- (3-/^7x-^ -2- (4-^^to7x^).-i ) 3- f7 

V-;w5-^;i/] -2-tf,u^;b] -n- (3-7x^7d'^) t>V> (#%^d^ 

I » ... 

N- [4- [4- (3-^^7x^) -2- U-trjlXJlK-jiy^-jD - UZ -4-7 

V-^-5--f>]-2-KU^] -N- (2-7xr;|,x^) 7^ > (##fl|Dfc 
2 5-1), * • 

N- (4-7;i^p^>^) -N- [4- [4- (3-^;V7x^) - 2 - (4-^^^ 

*- jb71 -^ -l,3-^Ty-;b-5-^;b] -2-^U^] ^ > (#%^|Dfb 
. «&2 5-2) ££i£^© 



CI 



25 



R r T .> ;L , Sj tltlt ^J^«S: -(C = 0)-R^ N - (C = 

0)-OR^ -<C = 0)-NR^R^ -(C = S)-NHR 5 * Xfc* -S0 2 -R 
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♦ 

'& * % c x u x *) x ^ % 7j< m a 3^ fc* i & a £ w 1 t v ^ t & i ^ ^ m m& £ m 

» 

• * * 

• rT;i/^;uj htxtt> x. c ,_ 6 r;i/*;i>, (^Jx.f±\ x^;k r 

i * 

PtiK ^V7'DtVk 7^;K -YV7*^;K sec-7*-^;iA tert-7>;k ^>^. 

i 

10 7Dtf;u N -fv7nt;i/) W^l^o 

» 

7*d^;w y^D^jk sy7D^>^;Pv s>7 d^iwi^I) ^#*?i;b^o 

20 r^ij-^j ^ mHCe-H^U-^ (#lxJ£s 7ii;k 1-7-7 

2-t7?Jk 2-tf7i^iJjK 3-E7ai-ij;K 4-b*7aiiiU;W 

^7ir;M^K 1 -T^^l^^k 2 -:>-7?-;M 2, 2 

* » * 

25 -yy x-;i/ai^;v N 3 -7x-;i/7*di^;k 4-7ir;i/7*f;k 5 -7 xr. 

mtm^ bu e 
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^C 2 _ 6 r;i^-;k *WyC 2 . 6 7^r;i, ($J N 2 

a^x-^ l-t 7 ^ v 2-t75:;K 2-t7xry;K'3- 

7x-,i^*^ 2-^7^;i^^) N c 7 . 16 7^ 

^Wb$tiTUT*,iisCi_ 6 T;^;^^ C B , H 7'J-;^ (*u 7x- 

2 -*7M,**4jf) N C,. ]a 77;^ (*| 

>t^7 W^7t A x^/^7.r;«), 

C 6 - ! 4 7 U $ 7 (#j N s; 7 x - jit $ J W), . *)l < ;k * JUtf**,, \ C 

.JUtf-M rnsK+S/*^-^ tert-7 

;^), C 6 . 14 7'J-^-*M-;v (#U ^>V^;k l-t7K;K 2- 

<v-n^y^;K ;t7^;k 7d^;k * U y *;i,tf-;K 
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e 7;p^;i/-3b;,w^^.;K^ f-7i//b7i/7\*^7k ^x^^a^;^^;k ■ 

^;w^^;k l -:7- 7^-71/ £;w^-f7K 2 -j-y^-jitui^^j )i^) s 5X 
5 i±6 nn*si*;wt^>r;i/ (Ms- 2 — tr u ;^ 3-tr-y ^;i/'a;i/ 

a*^;k 4-K>J^;i/*;w^>f;w 2 -^-'x--;i/*;w^^;k 3-^x- 
;i/3b7i/7* ; E-f c , _ 6 y;i/^;i/^;b^-;i/ (#u n y ^;i/77P*-7K x^7i/ 

io . ^f;i/7^7^^i5 L ;i/7;v7^-;^),c 6 . !4 7 l J-^7Ji/7'f-;KR 

p 

7njw;i/7^jK i-t7f;i/7;i/7^-;K 2-t.7W;i/7-f-^ 
. sM/Oi/^ ; : c ire 7))/*)i-t)j]/#-)i7 5. j ($k 7 J t3-ji7^; 

7;7|)v C, ! ,-67«^-*M-;)/7?7 (Ms > h^>£7V^X7V7U. . 
15 7, xh^py * 71/ ^=l')VT ^ A 7° D # £ 71/ **X7l/ T S 7 x 7* h ^> * 71/ # 

— 7V> 5. y 31 K c i_ 6 t;v^;i/x;i/4-v-;i/t^ y (M. Us 1 

3L?-));7s)\/*=-))/7 K ;%f)s C e _ 14 TU— ))/ 7> )\/7% y (lis 7in;k 

i 

'^A'*-;i/7'0 > 2 7.^71/^ 7s 1 -^7 3^ 71/* 71/^x71/ 7 
$7^)s C 1 _ 6 7 ? 7V^7P-*7l/^x;i/^-Jr^ (#K 7 : bh^y, 7*P VX-Jlzt 

20 * ; >^) N C 6 _ 14 TU-7l/-#;V#-71/;t^> (Ms ^>VW71/^-dr^s ^"7^ 
■ .;u#7U#x7ktf-=^>^X C 1 ^ 6 7 7 71/3^sy-^7i / ^-;i,^-df^ h^^>* 
)\/ifs-)\,***/^ x h#t/3b7l/^x;i/^-ipS/ > 7 , D^^i/*7V^x7l/^-df^> > . y 
h^i/^71/^x71/^-^>^) N ^E7 -C 1 _ 6 T7b^7l/-*7l//^^71/^dr^ (#k 

^;v*;w*t-f ;v;*-3f$/\ x^7i/3b7i/7s^ ;i/^- 3^>3f)> ^-c,_ e V^> 
71/^^X G e _j 4 7'J -71/- #;i/7ve >r (Ms 7i-^*;w^>f 

T V>T «fc ^ 5 £^ L 7 jUSW^T" Us5^ll0 M3SSSfc&J#SaS(0!U 
2-^x-7K 3-f-x^71/> 2-eUi77K '3-K'JS>;K 4-^iJi/7K 2 
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* 

■ 

-*v<J;k 3-*7U;k 5-^y.«;;K 8-*y>j;k l- 

4y*JVfr, .'3-fv^y;k 4-Wyj;K 5-^y*yy,K 1- 

* 

>V* [b] 3-^>v' [b] fx-;^ 2-^>v* [b] 77 

3-^>v,[b] 75-^), 7;u* N '^77tO, *;i/7-f***;K 7 

* * 

^V7DbK'7f;K ^V7>iK sec-7>;K tert-7>;k -x* 

2,- 2y_ 2 -> ij7;WDxf;K 7Wdx^;k 7p fc°7k 3, 3, 

3-h'j7;^D7DhVK ^V7W;k 7>;k 4, 4, 4-M;7;^d 
7>7K ^V7^;k sec-7>;k tert-7>;K ■ «>7M <Ty<>9>A, y 
^>?)K 5, 5, 5-F-J7;^d^>^ v a^wk 6, 6, 6 - hU 7 

-tie r ^D^Wb^tLTUTfei^C 2 _ 6 ^b/7-.- ;l/J fc.LTBv«*tf lft 
^L5ffl, ^IXttlft^LSfflO^D-T^Il^ (#k 7^ 

V7p^; K 2 -7-t>- W;k 4 -^>-W; K 5-^**> 

- 1 — r 71^) mvmtfbtiZo 

mm ^ ^D^Wb^t^TV^T^,J:v^c 2 . 6 T;^^-;^ J tbrit, flAtflft 

3«>*^) £^LT^T&^C 2 _ 6 7*>*-;i, 2-7».-.l— Ok 
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♦ 

v^d^^^s *>£d^>^;k ^^D^dpi/;Hff.) ^W£>n& 0 

4 - y^DDy^DAJrS'Jk 2 , 2 , 3 , 3 - -r h'7 7MD^^D^>^;K 
mlB OND^Xb^tiTl\T%cfc^C ,_ 8 7;i/=i*$/j axil flUfcSlfc 

« 

^*'>;u#*^) ^a^w^ns,, mmt lt\±, m*.it* h4y, 

^7;i/tO^ h^i/v MJ7WD^K'X xF^X 2, 2, 2-h'J7JV 
.^-..q ..rn h % , 7° n # ^y, ^ V. 7' UK* a T"^^ 4 , 4 , 4 - h 'J 7JI 
15 tfDT^a^X ^V7>^y, sec-7" h 3- '^>W4y^ ^yW^y 

i 

&i^L »*L< tt 1 &UU3H©;ND>f>Ji^ (flk 7 yffi, ±M^, $kM* 
20 tf\ 7*D -fV/DW^ sec-??-)]/?-*, tert-T*^ 

* i 

ym?** 4, 4, 4 - h u 7;l/^-D7*^;i^^it> ^>^;i/^:t. 'v*^;^ 

tfD ij 1 -^;k ^'J^7, bf^7^>- 1 ->f;K ^*'JV> ^ 
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5 



9 

£-1 



^i/*U7, 's+tft Kn7*e>- j -^HW6nSo 

^ r *****^^'t*«k^5ftiVb7jita»aitt7^>'j'(o fg^sj k 

>fV7>;k sec-7>;k tert-7>;k ^>5=-;k ^*v,M£X c e _ 

3-t7xn JjK 4-b'7xnj; k 2 -T>7 U C , - 6 7;i^-* 

»#-;M*U 7^;k 7dw^), 5^li OIXfKtxiim . 

2-^x-;k 3-fx-;K 2 - t »J >Vk 3 - tf y 4 - tf 'J 

-^7';;k 3-dr7U;k 4-*7U,k 5-^U;k 8 - + yij/ k 1- 

•^v=¥y<j;w 3->fv*yy;K 4-^y^ U;K 5Hv ^ 1J;K j_ 

-y>H';;k 2 -^>k>;;k 3 -4 > k 2 -^>v>?y 2-^ 

>V [b] 3-^>y [b] ?x- JK 2^/; [b] 77-JK 

"!*«U b<tt (i) 5&^U1 4 A ■(#*.L,.<tt5fc^Ll 0* v ttfcjtf* 



1^ (ii) 5«ciVtl 01.(fet<ii, 



b6*)#*#****Xtt (iii) 7^,U0|lim^M©l 



±13 rs&^bl 41 (#&L<.fcfc'5fc^bl OH) 



its mm, ^7x>, [b] **7*> N ^> v * [b] 7^> N ^> 

X^yy-, K ^>y?7v*-;k ^^v^7y- 

[2, 3-b] ^^x^ 75>, t^P-;K ^5^—;^ ^ 

v*-;k tru^x K5S ;> % t.J^k ^>F-; K -fUf> 

ux 7^5s;> % ^7^-y^x *>**y> % wy^.^ij^ * 
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t 

* » 

• ±13 r 5 &t> L 1 0 ^35#J&&&Jgj ^ UT lis mX &\ tr D U ^ X -Y S 
5 ?V >J X tr^ v U tr^V U >s trAy tr^v>, '^l/tf 'J 

1ftr^D[2. 2. 1 ] ^7"^? 6*L4c 
fe^lHi (J?^KI±5^110I) 0-(#3SXtt2 3SS;) 

2 - tr y 3 — tru 4 - tr y$;;w 2 - u ;k 3 - y ;k ,4 
15 -3vu;k 5-*>"J7K '8-+;>j;k l-^v^yu^ 3-Yv^yj 

7K "4->f U;K ,5 ->fV>7)JJK t7,J?r;w 2-trU^-;K 4 

i 

-try ^>*-;k 3-toy;w 2-y^^j;k 3-try^s^;K 3— f 
v^r^y;i/ N 3--r v^-tf-y y;w i-^>*y;K 2--r>h*y;w 3- 

<f>KU;W 2-^>yf7V*iJJK 2^>\Z[b]^-x:=.;w 3 [b] 
20 5^x-;k 2-^>y [b] 3-^>V [b] 77rj^03ff||| 

^^Sx 0a*K l - trn y 2;-;k 2 - tr p y ^-;> v 3 - tr d y 2 - 
y 5 ^ y u -;k 4-y^vj-;k 2-tr^y y ¥->w 3-tr7\/y t?n 
;k 4 - tr 7 y y v=-)W tr^ y 2; y N 2 - tr ^ y 3 - tr^ y y ;w 4 - 
tr^y^;i/> 1 - tr^ 2— ;k ^^;i/*y 

^Wfcttx 2-^x-;k 3-^x-;k 2-try^;K 3-try^;K 4-tr 
y^;w 2-7y;K 3-?y;w tr^e;-;K 2-t:y^^-;w 3-trny 
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2-fDUv-; k 3-^1)^ 2 -^ f ;, Ji;K ' 4H 
t'^'jiV, 2-tT^U*;;K l-^^v 



R 6a t«^£;h,3 rc i:i 7^^j j; LTisU fl|*fc^ x^;k 7°d 

tVK.^v7D^ N 7>;k ^ v^;k sec-7>;K tert-7>;K ^>^;k 



1 Xtt 2mm LT V>T 4) J: V^7 $ 7 Sfi V- ( 2 ) g|«£;£ LTWT- fc 
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25 



ivT&«fcv^fl£3SSj fcltlis fyfBR 5a T^£ti3 rg$g£;gLX^X*&<fc 

i^^ltkihsj st/.nu&s*^ bx<^x& ^mmm&j tmwobQ&zti 

^nw^tiSo & r 7^>;i^j J:ltlt fufi3R la X'^£ti£ r7^;i/Sj t 



iftSj fcbXJ^ fuHBR 5a T^£ft© r-I^a^^ HOT * Ja^lbTkfilSj 

•« ■ 

io ±i3 rasis* ixtt2jiwbT^T^'j:^T5.yaj © r a»j #2n© 

*§-&x #gffc£&l^-;Xfci:g&oX^Xfc«fctVo 

±IB (2) © ratt^^LT^T^ck^^ttT^ySj © r^7^ij 

frbmi£ti%.1.3L&2m<Di^7 L VM z ?-& l,&^b.4ii^A,X.^X&<U> 5 %l\b 

is .7i^f»7^SW &ft^<*0Jfc'bxfci\b:ny$;>- i -^;k 
if ^ 'u vj, tr ^ ^ y > - l - ^ ^/^yy^ ^ * ^ ;u * 'J ^ \ t f 

-f 5. 1 -<;K rh7th'D-l ( 2 H) -t'M 3,6- 

■ » 

i/'th'D-l (2H) -h c U^^-;i/ N 3, 4-^hKD-l (2H) -t'J^ 
20 V-JVm&m? ?)tl5o MItfc**#bT^T*«fcV , >JS#7$>' J© r Si3l*j £ 

© r B?3&Sj ^bXPMbfc rg^£WbX^X&J;^5fti>b7 



2-*^vw - 2-;t*v-2, kd- i h- 

2-;t*V-3, (2H) -t'M^-;K 2-**V-3, 

4-^tKD-l (2H) -K'J^yr;K 2 ->*V t'D U 1 ;i/ N 

2 -a-^v tr^'J VJs 2 -**v^7s;>- l 3-^-^-v^^^^ 
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* * 

rfi^^LX^X&^T^Sj LXJSfcff* I, < fcjt, S:-(C = 
0)-R 5 \.-(C = 0)-OR 5 \ -(C = 0)-NR 5 *R 6 * N -(C = S)-NHR 

.... * > * — ™ ._. - 

*lXli2MlTUT^J;^7^St*So^l:'ffib<li x nt: -(C = 0) 

-R 5e xt* -(c = o)-n.r^r^ (a*, mmm^tmmm^t) ? 

*€»*«na«ijiat* 1 aiuisi^ tx & c e . 4 t 

I * • • 

(#k *^;k x^;k 7'nkVk -YV7°ntVk 7>;k ^vt*^;k 

•fcfrTfc^ R lk fcbTtt, (i) C,_,7;^S («, xf^ 7°D 

^^ttifoc^^^^at), (ii) c,. 6 7;^;^t 

(#l> ^Ifx 7s>*J@r?) ^5>?i«ti?)M^axgii$tiX^x* J;V^C 6 _ 

14 T'J-;«(#k 7xlM) *fc«t (iii) 5t-(C = 0)-R 5 -' C^-K R 5 

^/p&aii^ ixtt2ao^xDjR?* i&ut4ii^tp5&^ui 4a© 
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* 

» 

« 

' •; 

m 1 LX Its M?iimm%L6te^L 1 4f!§©i^5£X& 

10 XsM^lfy^-J^ l-t7>jK2-t7f;K 2-h'7i-iJJK 3-hT 

15 1 Xte 2M©'\:rPJi^£ l 1 &l>b 4ii^tf 5ftl^b 1.41 

I 

> I • 

+ 

l±s mZlts ^7x>, ^->\/ [b] ft7xX [b] 7^>. ^> 

20 x-r ^ ^V-;k .s<yx**w—)W ^>v^tV-;k ^>X^vfry- 

* • 

;K [2, 3 -b] ^;t7x>, 7^>\ ED— ;i/ N JKW—frs ^ 

vt-;k tf u k 5 y >s tf u 5. y x e u >s -i > h* -;k >r v >r > 
'JX y*7i?>, i-y^vtsy, WJX j/>;'jx * 

jvz-tV—jw 7x/^7^> -rv^-^-^ N 7-;K 7^if>s 7 
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HM^, ^fctfjfcfciu mm 2 -^x-;k 3-^jl-;k 2-7'j;K 3 
-7»J;k 2-tr<j^;k 3-t'U^;k 2-*y>;,k 3-* 



5-^v^^u;w t^t?-;K 2 -try- 



V - ;k 4 - t° y * ^ - ;k 3 -tf d y ;k 2 - >f =• *V y ^ 3 - t < y ^ - 

3~^>KU; K 2 _^ >v>TV - lj;K 2 _^ >v - [b] 3 
-^>V [b] ^x-;K 2-.^>y [b] 75r;K 3 — <>y [b] 7^- 

m r mm&^Lx^r4>^^mmmj 0 r fiMj tLxit, mzimm 

R 2a ^bT&, (1) LT^T*.«tV\C. e _ I4 7»;'-;i < asfctt (2) 

b< % fcfrTfc (1) ^D^>jg^ 7 ^If) 



5 fc^b 6 b<, HC7x-;^ 
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15 9/0 1 1 3 0, U S 5 9 0 5 0 8 9, WO 9' 8 / 5 7 9 6 6 , WO 9 8/.5 2 

■ a • 

' ■ 1 

• , 9 4 I V WO 9 8/4 7 8 9 9, W 0 9 8/0 7 4 2 5 , WO 9 7/3 3 8 8 3 , 
WO 2 0 0 0/4 2 2. 1 3,W099/58 1 28, W 02000/040 25, 
WO2000/ 40235, WO20 0 0/3 1 1 0 6, WO 9 7/ 4 6 2 2 8, 
WO 2 0 0 0/5 9 9 0 4, WO 2 0 0 0/4 2 0 0 3, WO 2 0 0 0/4 2 0 
20 0 2v WO 2 0 0 0/4 1 6 9 8, WO 2 0 0 0/1 0 5 6 3, WO 9 9/6 1 
426/W099/324 63, U S 6 0 0 2 0 0 8, WO98/439 60, 
W09 8/2709 8, W097/35856, W09 7/35855, W09 
6/2 2 9 8 5, nmm6 1 - 1 4 5.1 6 7^-&#8& £iz%m$ tlT^^t^ 

* 

25 ^mmmx-it, ±hb©p3 8map^±-^h^^^» tn.f 

*mR-zm^t>tiZ>fc<&'$} ( I ) ~ (III) ^©p 3 8MAP^t- feii^m^ 
tz\& (£<fct>*) TNF-aiSlIt fltvfep3 8 M A P irPi^ftfflv T 
NF-aPi^ftffl (TNF-am^|3M#ffi N T N F - a#fflPl«^ffi), >f 
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- D ^ap>- i '( i l- i) mmwm. << >$-u-<*>- 6 ( i l- 6),pim 
<m, ^*^x^t7-^iv (pde i v) mmm^^Ls zitm&. 

tH&< s p'-D, Wmmi)^pi^tz&, $i^gl D D Ds p 3 8M AP=^t- if (IIS 
#j\ TNF-ajg£P§^ IL-IPSWJ, IL-6PSWJ, PDE I VPS 

*«WTffltNfetL%ft-&«D ( I ) ~ (III) fQp 3 8MAP^t- ifPS«* 

>>1t^\ ^o, -o, t>^, ty*>\ thf) (:^iT x #ti/c 

p3 8MAP*±— fc?GBgflMB N TNF-aPiStf^£^U (ft 

7i>V>m (Addison's disease), g B^^^Jilftfi-Jia, ^tt^'J^^h- 
^D->i (Crohn's disease), 3£-y-A,,. >j^V3S #*g«p$§ (flaj* 

* '• * ' " 1 ■ * , * 

mmmt>& (als), ^xmm), mm^, mmm, mm&xm, m&mmv 
20 h^^^^i/a y^mm)s &m&mmm (&u w-ym, mm^-xmrn, 

*&WTffl^£ft3rti£-$J ( I) ~ (III) IfCDp 3 8MAP^- fc'Rg 
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mnSfzli TNF-aPlflit PDE IV I, 

mit, mtltzp 3 8MA-P*:>— tfPIgfl^ TNF-aPI^ffi (TNF-o 
g£PlgftJS>TNF-aftEIE«fWx I L- 1 PM#ffl r I L - 6 Pl^£k 
PDE IViS^&^U fro. g"H1US&'J>&^fc#v 

10 ££&g|£S> p 3 8MAP*:*-— t?Plg£!k TNF-a ; 0£lEPl^iJ s IL-1 
mmMs IL-6Plg#k PDE I VMiSffl^ft Ltifflt'fclic 

* #g o it & %a t mis x m m t % # ji m t & m & t> * x & % * 
its mimm (mzit, -wt^ ^a^^- o> ^ 

15 TNF-al^ffi^^'U Of^P) n&MEs (ttli) ^-t4^(3 fcfcftS 

p 3 8 M A P T'N F - <zjl£M$liIs >J fcfflffilU tSM 
SffiffigSJlt (CO.PDX TlyJl^-mm (#K 7^1/^- 71/;^- 
T r fc- H^/i^ ^#l4im#> >^V>^ (Addison's dis 

ease), gB&ilS'ftMlfil'ttg-Jfik MttxiJ.^Y h-r^x — >Jg (Crohn's 

20 disease), 'J£v^ N *ffi#HiP*S (#m^ ^mi«Z>li^^CDJii 

Utt^M* IISP*MS> MJim, fl^vfflis ^SBttSMb^HX (0!l;L 

ffijiSQx ttffil^ MS^> (#!k ftttHfflSU^^^ 'J£^ 

* 

m$s mvfr^j v-isx, B^m), tbzwzmmt (flu mmzxzmmn, 
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» 

Jfottito?^ Sttit^^x SSifiiE, 

ommi±, ' p d e i vmm<m*m u.&mizmmtzmm, mm, 

* 

• i 

* ^ 

LXl±. mm, UTObo&mtfbtiZc 
(1) ^MtD-( h«Ml.(.NSAIDs) , ' 

(i) Classical NSAIDs , , 

* 

'^p^it^ 7t^D7 7U>7*7^ h;M^>, J" b>7^ 

'^^D7i>, ^T^D?!^ ^D7itA|, ^D^P^A, 
^>£A, U)i; ^v#A v ±7V h 7tl>7;y7i>; 7^-fe^> s 

i^>if=b\ 7;nfU>, 7>^tU>, ^p->, 7-7t°UX ^7^^- 

Ai> 7;i/7itAi N ^7D7it97th l J7A, D^V7°D7x>t h U 
>>A N 7i-Jl/^V'>, ^>R^^S>> N -Y77P7x> N /rf7D7iX 
±7D^Hz>, ^Jri^7 c D^> s 7Mt7*D7iX 7x>77x>, 7^y 
7"D7xX7D7^7x->, bf D^>£A, x^lj^-;^ mWt^T^ $ h\ 

1f;vh7D7x>, ^>;i/^#^ar-y-- k ^ $/;i/^£^7£ y K >>D^7x* 

d7>;7-;k >^m± b u t7;i/D>it h y -?a, -fii^i. 

(ii) S^D;t*^^— i?£p$ij|j| (GOX-iaffittlMlk C0X-2iii^ 
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FCT/JP01/M353 



20 



^•J^SBift (0!k -tl/^y?; P7x?,^y7\ TXt°U>)s MK-66 
3^ M^P^T; SC-57666^ ^73^y7\ S-2474n ' V 9 v <i > 

i 

• I ■ 

(iii) COXPI^ 5 - U tf^y^^Pl^^&ollt) 
ML-300(k' p54(C0X Pig & 5- U v^±-HzPSg)&'£o 

(iv) Nitric oxidelSS NSAJDs 

(2) mm&w&8w t> ^^m (dmards) 



io Auranof intcJfc 

(ii) ^-i/^^> 
D-^y7 ^ > 

(iii) ^;V77lt7y> 

...(iv) tfcJ?& U 
15 ^PD^r>^^ 0 

•, (v) fef.U ^ ^>^Pi^ 
(vi) 7°D>7*^7 



i i 



(3) fcvtM >l 



(I) >>/^| 

■ » 

(i) T N F Pill 



3^9 fe:TK ^>7'J^y?^ D2E7 S CDP-57K PASSTNF-c^ TNF 
- a St^'&N TNF - a &p-p It 6 > ^ TNF- a lAfatz £T 0 

(ii) 4>*-u>i*>-immn- ' 

■ 

25 T^*>7U>*-Pf *>-l gg#teiii;3&K rTMM >*-P * >-l 

(iii) -f >*-P^>-6Pl^g 

MRA ( trt^f >5> — vj3r >.-6 gg^t/ift K #fc>f > £ - P * >-6 Jfiifltft 



(iv) >#-P-f 3->- 1 OM 
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(v) D^rMr^- l'zffism 

(vi) ^>^-7xD>-a^j:uc-7llf> *«tVTNF-aii|#^o. 

♦ 

AGT-1 

4 

do ^rw^iii 

(i) MAP3r±--fc?P! 

( 

PD-98059. J&ii'o 

(ii) atfc^SlfifiH 

SP-100030, NF-k,.NF-a:B, IKK-J, ' IKK-2, AP-1 & Zis £ 

(iii) >MSE.Mm 
T-614> SR-31747, V^^^ K&£„ 

" * " " 1 4 ■ ■ • ■ 

(iv) t n f - ammmmmm 

(v) -o^-D-r^>-i/?^^^pi^ 

HMR3480/VX-740 &£ o 

(vi) >f >*-D-f 6-JS$iH 
SANT-7 & ir 0 ' 

(vii) D-f ^r>- 8P1^M 
IL-8 giru^s CXCR1 & CXCR2 JStnlH* ifo 

(viii) >fE*-f 

(ixj 4 > * - D * > - 2 £gfls;}gifc 

(x) Therapeutic vaccines 

(xi) Mfc^m. 
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» 

< 

* 

(xii) ry^yM^m .. 

1SIS-104838 &£c 

5 (4) &&0Bflsn kftftmrnn) 1 • 

■ ' ■ 

' 6, 7-^^ Ky- 4 - (3 , 4 -v^ K.y7xrjb) - 2 - ( 1 , .2 , 

(W7 - 1 1 8 2 6 6-%&i) ■ . . . 

10 (ii) ^©ffe 

h l/##-K. '^0.7*77 7$ b\ MX-68, 7f7'U^ K =r <{ )\4 h* 
D^D7-f h\ BMS-188667, CKD-46K U^^VDX v^D^.41U>s ^>'J 

15 xP>&£ 0 ' '• . ■ . • 

WD> % h'j7Ay7D>7-bb-h\ 7My7xh\ 7)]/$~i/J D^T-fe 

■ » 

(6) c-Jun N-sfcSft*:*-— g (JNK) Ili 

WO 00/35906, WOOO/35909, WO 0 0/3 5 9 2 K WO 
0 0/6 4 8 7 2 *ftliWO 0 0/7 5 1 1 8 fcEtt©flj-&«l&ifo 

(7) 7>^#?>*>&&8j|SI&g2g 

25 xt7 7 1 'j;K /b7 , h7 , 'j;k ^7°d;k 'Jyy/'JM ^if:r>;;w ^ 

(8) 7>*;*^>*>> II g&ittgifiS! 
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( 9 ) mmm ' : 
do) siifru' 

« 

(ii) 0&®imtrm 

■AMyD-jK ^I7DD-JK 7//'0-^^ . 

( 1 2) C aj£g&ii%3g 
MC C -.13 5 

( 1 3 ) C a 3^ *)V&tm ' '-■ 

(14) Mlfo/N£3l, fcfa&HIg 

(is) RMG-coAm5mmm% 

(i6) mm. ■-.'[■ . ■ . 

(i) t£*;i^ >^tzi±^ommit 

pX ^FnJp'yT'P^TDX Wh-D^^u^TDX ;;i/x?-* 
p> N y^y^^ i/^y;i/y-xhi/;K y^y* h wk zsgxf ; 

^^^^ ^^tWA yxy^h, h^^hX^bD> v 
M^P^y^ ^x/ij^x ffi^^^HD^. Org-30659, TX-52 
5, EMM-310525) ^^^{iM^;L'^>^{i^©i§^^|ip^; l/ ^ > ^ fe ^^ 
(Dmm& (x-Z $Ifix7 h5^-;K X.* b^^-;]/^ 

tf**-K x* h^^^-;i/i?7-p^^-^- x7F7^-Jl/xt>^- 
K x* h7^#-;i,^ap-y-h K D ^>vT-h, x* F7^-;P7x^r 
P^^-h N x* b^:*-;i^>:r#y:p-K flii^^s;^ 
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10 



15 



20 



25 



ii) ift#PJ»A^>ll 

p 7 i X v7x7'J7h > s Org-33628 & 

ni) mm^m 

1 7 ) ^cDjfe 
i) TfflHfl&IE 



1=3 



IR-501 ( TflySggfl^T"^ K)ftifo 

ii) -Y y >"> — 'j >@g.^7kH^^ (IMPDH) ffiHH 
v^u^niy b-h t7i^K VX-497 &^ C 

iii) &«#^P1 



ISIS-2302, -tel^>>Plmig, ELAM-h VCAM-K ICAM-1 
iv) K^-f K • 

vi) t h U ^x^'d7dt7-^ (MMP s) 'h£2S 
BB-3644s CGS-27023A, Bay-12-9566. KB-R7785, L-758354, POL-641 & 

■ 

vii) 6 - »; >mj&7kmBmmm 

CBF-BS2 &£ 0 

viii) Hydroortate WmBM (DHODH) P1S3 



=7-^-1 IV (PDE IV) P!g3 



CG-1088 



x) ***<;;i— \iA 2 vm. 

xi) iNOSPl§5 
NOX-200 &£ c 

xii) Microtuble M$&M 

xiii) Microtuble PIH§ 
i; a— 

xiv) MHC^77 II JSffi* 
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ZD-2315 

(xv) Prostacyclin ftWlM 

* 

(xvi) CD 

4162W94,, ^U*^:/^^ 

(xvii) CD 2 3t£tf>m 

(xviii) LTB4g^f*g^ 
CGS-25019C 

(xix) 5 - 'J ^^r^^±— tf H 

(xx) n U >x^^-^— -IfUS^ , 

(XXI) V>^r±-€[5ig^ 

(xxii) fiV7i/>BmmM 
(xxi^i) Adenosine deaminase PI 



(xxiv) mzmm 



• ♦ 



(2R, 4S) - (-) — N- [4- (^xH^7^)J;M^) 7 x- 
^] -1, 2, 4, 5-Tf7tFD-4-^^-7, 8 -^^l/>^^-^^ 

8 -2 3 1 6 5 9) &£f 0 

(xxv) ^^^f^jK^^- fcfPl^lT 
TMC-2A&£ 0 

(xxvi) TRK-5 3 0, TOK-8 8 0 1 

(xxvii) zj^-fywmW: 
AI-200 

(xxviii) Capsaicin^';— A 

(xxix) bT;i/D>^|g^ 
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^>t:7 7(hy]an G-F 20), WVk7^^' c ' 

• ■■ (xxx) mwun^yii, ■ 

»i 

(xxxi) T ^ 7° U D~t? ,. ' - 

t ( 

• t r , 

wmmn, ms.mmm, mmmtsmn, mm^ws, t*^>m, \f#^>mm 

.,,.(1;) irtg^ . 
15 ®^;P7 7|J ' ' 

1 

1 

;HJ^77^ h*|8=7jcftlt>N X^^t^X y;i/7DdritS>>> *7 

* » 

'^77iiK^X ij77>t!'>'J>^^ 
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(D^H IV! » • • " - 

' ' ' • 



*^>Kv^f^> N 'Jh*Fv^i,x h77Y^>, 7 7 
7^y>, yyy^yX r^tf^ijX ^yrh7^^'JA 

i 

;uv'J>\ ^7 7P.f>, t7 7t'J>, t77D'jy> N -fc777P;K -te 7 

t7P^^>, t.77 Kd^>;k t7 7Y>F-;K -te 7 * h 

7A, -fe7Ddr^A, -fe7t^7A v t7*f 7AAdptf;K -fe7P^vA^ 
*-fc^k ^y y-jl^ -fe 7 h U > tf *^>;K -ir 7 7 y*yA, -fc 7 t'^ ^ K 
-fe77P^>, -fe7^,>4^A, -tr7# K^^A7 c D^4z^^ N -tz7bPA -fe 
77777X -k7i^ t77D.y>, 4z7^7=^>A, -k7^V-jK 
^ 7 ^^^ t7*Jryf> N "fe77^7y> s ^^^^r±-fe7 N 7P^3--fe 
7, t77^J> x -fe7*#=^>A N -fe7^5V x A t7fV>yA„ 
^7^A^^>^^^>X7;i,77'^^>^XXlx^7-A^7c(i^tl^0^ 

7*U-fe;t7;btf> s 5>*>'^>^ c^-v-t"^ • 7>^;^*5rj 
7, (J. Antibiotics), 38, 877-885 (198 5)X 7 V*-;i/|Mb-&tK 2 
-CUR, 2R) -2 - (2, 4-y'7;i/^-D7xr;p) - 
-*^;i>-3- (1H-1, 2, 4-h'j7^-jl/-l-^A) 7°P£;iO -4 
- C4 - (2, 2, 3, 3 -x h^7;i/^j-P7'P^driy) 7x-;i/-3 - (2H, 
4H) -1, 2, 4-hU7 > ^p> N 7;^ty-;K ^73ty-;H)% 

(2) t^mmm 
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(3) IjUliM 

10 . (4) • £tzA,m 

iix^iMJX M^^*^a 'J>|a^X 'J>i^bKD3^ 

^y>7;jbb>, 7D777.^ >\ 7P;i/7iy7;-iK bP^U^X 7P 

^ ^ 7 ^ > v . 7° p hA-n —)v s 4 v 7° p-7- 7 — ;i/ N v-ji ^ — )k ^ V- 

15 . U X t + y^T;V L )K ^^E^b^,.^^^^^^^ h P^ hjl?7>, 
i^M^i/P l J>i^77X't^>Xi^tyX 7^>i^>. 

1 I 

. h^>^y> s »D7iy;-;K ^W^^-.k 7*tm 7x^>>, ^ 

* * 

20 ( 5 ) M&M 

Jgi^ Dji/7D7i;x »7 h d bx 7^y ;^;i/b'^-;i/ N n;i/b#-;K 

. r^vi/b^-;!/, ^>h^;i/b#-;K ^^-^•>^-;i'± h >7As 3-7 

— h V >7As - h^-tf^A, Ji^^y^ A, 7;i/-7+F^A, /NP^itV*^ Ax 
25 ^D^7>± h U 7A&£o 

( 6 ) m&M 
(6-1) mfRM&M 

I|3W>, i&m7'P:^X U F£^X i&W&7'*J X m&T-Yrtj 
-fX ^^b/s^X iM7*b^:?MX i&M**^7*7°uti<i X 7S;y 
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k 

I 

i 

. (6-2) ±%mmm . ■ ' 

» 

iSS}RIEi*pilli*.5t 



^ (#!k ig|£7"# 5 >\ Kb^iJ K-;K. h ij i^a, 

? . ■ 

( 7 ) »" 



|E0 

So 



7T7K±-h N TVl^*.*^ 77!W>, T-D^^^V^fti:-, 

(8 ) 

®/3mWiM (PU 7d7 7 7d-;k 7^7l,yo-;K M77xFp-;k 

ir 7 7 X 7 V 7 P — ;K 7t;d-^ T-fe 7 h D —)l s * |>7dd — ;v N ' ^ y 7' 
PP-7K h'>KD-;K £;U^;frD-;i, N a7D77D-;i/), ' 

( 9 ) mmmrn 

1 

h — i)A7d ^ h\ li^D - *jy s t; Kp^dd^tj; h\ h y £ 

P;i^^7>^h\ 7PHz*h\ 3L#?V>m< 7V7^h\ ,*77W>h\ 7>\/-fc 

S h\ 7tD; 7 ^hx £7Wj^£U <?A^ h 1J7A7I/X 7$ p u h\ 

(10 ) in^itoH 

-N^U>7-biJ^7A N 7x>^^hU'7A N tSM,7P7M> (\ I1H?1 

7)\,XYuny y ij^^-Y, 7ji>^^-h >;>7A, ^7*1^7- M 
•7 A, ^Plr^>7iU^;k ^^7P7vh^h»jH7A s 7-;U7°P7^i;;i/ N 
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(id wmfeu 

VTV^ks P.^-tf^As jrZ-y-Ji^ A, 7 P ->1/ :7 T -t? tf^ v K> p<7"-t?^A N 

• I 1 

< 

d2) mmwmm ■ 

7 % 7X ri/^>|AjV7ityA xt> bi®7;i/7 x^v>\ ^1^>S£7 

(13) trCffl^^ 

6-0 - (N-^D.q7^fJ^;W^^;V) 7^#P.-;K 7*l^^v^ ^>, % 
15 7hhl^1t-K 7"7^7.v-f >>>Dx ^ hv^f V>C\ ^y^UfvX 

5 y ;K r F 7 t F o 7 'J jl/ - 5 - 7 D i) 7 y ;K • t y jK l/>^± 

v ■ 

tf>>>\ i|i77 7^t*^>X ig^7l/^- x^;>>> E^T^P^^y, 
20 t>^'j7fX »t:>777f>^ »'j;r*>, :>7 P 7 *7 7 T 5. 

>s 7*1f^^-7U>> 7;i/yb7b7'j x t*7-;k £;i^7-;k ^7^tr 

>^ ^^t^MtOX 7D^>if7,F7TD>v xt>f|gr7h7 
25 -7PKU X f^7*-teUU>&i:*o 

(14) m-mm^mm 

7P7^7^-K 2-7PP-3- C4 - ;v-2-7xx;i/7n 
7i-;i/) 7P tf^->^x 7 c ;i/ (^^^•TVF^T-Yya-r 
-f • 7>7M > (Chem. Pharm. Bull), 38, 279 2-2796 (19 

ill 
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9 0)X r^A^^X v>;n'7n£^>, 7*7- K 

1 

» 

(1 5)1111 

• 1 

• • • 

! 

(16) taT/WjVvM 

7-fe*\/5^>\ 7 P^v^-iftf^v h\ h 

(17) in^olH ' • 

( 1 80 fffc^wW-* 

^l/^V'-JK y7x^Hf7iJX ^>^>7xt^X ^p^^'^ith 

(19) 

y>>, t?^>^x ^tr^wx s?¥M^»> 

:?^>>> 7th^>FC, G-7,hP75'>f>f^o 

( 2 0 ) ifo<tfc3iai 
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(21) Mmmm ' . 

■ 

(22) "P$jE*iJf^ 

• « 

1 ' ' f 

. (2 3) iSiMl ': 

h;i/7#^ b\ ^DA7n;U b\ 74? h^*#$ h\ 7"U^>7^$. h\ h 
. U 5. v >> 7* U 7'y Ks 7i>7*;R >\ 7*7^-;P$>^ h7tiV5 >& £f c 

io (24) mnmvm ' 

(2 5) J3istttr^^>m ■ ' . 

®t*7 5. >AI : If 7 ^ > A ? >A,i5J:t5^;i/^^>^l/^y — ;b 

t 

.©£.7 £>.DJS : ¥7 ^ >Dj> ;.D 2 ... D 3 ^ D^AV.D 8 
15 ©H^^>Ei: a-h37iD-;k ^-^7x13-^ r-^7i.D- 
•JK'5VF37iP-;k >|d]-a-ho7iD-;k • 

@^^>Ki:^^>K n K 2 \ K 3 jBctlF K 4 . 

■ 

(2 6) \f#$>mmfo 

20 tT7 ^ >©#aif#{*x #lxJ^ 5 , 6-b7>7-3l/A^>7zD-;K- 
2 , 5 - 1 h'Ddp^n i/A;i/^7in- ;k 1 - a - t Fd^^3 1/*^>7i 

d— ;i/&ir©i;* s >D 3 8§3lfl^ 5, 6-h7>^-x;v3*;^7iP-ji/ 

(2 7) JSiffiE^ 

25 iH-fvri/t'JX E8t;i/7^t-;K iii^DAfn-M TO? 1 ;^ 
^b7k^7x7^D-;K iix7iFi;x »7Dbnt^A, 'lifts:* 

* 

9V2Wt.± h U <7A S h7-?7>h, l/t:U7 u 7h> 7>l/*t*-7> N -f 

■ 
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■ 

7 7m-h§^ 0 • • 
(29) r h £-ttjftj*#?sa3i 

(3 0) 7.^1/Jr*-ttMil . . 
(3 1 ) #J±H 

hVUX F7^>, t7;Ua ^*>^>X vn=^>> v 
(3.2) ^cDffe 

** . ' 

* 
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i 

■ 

feztit. moit-soi &tzi$z<D mm&&® t wem® tizit* <o mmm, 

ckMo ttzs mmwm'4Y&, Prosorba column £JH^fc?S*gL 

©l?I^S4s (5)^0^©>fb^^#ffi^^^SiJ^^M^bUT^^tL-5 2S 

4 
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I 

■ 



»•■•«•■• ... . . ... ..... .. _ 

mMffimm £ b x tt, 0»J A « # y x i> > if y ? -;u N 7*p t: u > ^ y a -;i, N 
*^p-;K hJx*v-;vt^>, MW-HJSA, £x>^ h y <?A^# 



fb^ > -If h - 0 A, J x =r y U >^7* U U >^®^ffirSt4^J ; mx U bT 
-;i/7;i/3-;b N ^y tr-;i/^ny k> n *;i/^^^^-;i/-b;i/D-^^- h y ^ 
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■ 

■ 

U 

itmi\M, 1 1 T It, 0U x. ^ 7s 3 ;u b* >f s .fl-h37i d. — 

i 

■ 

-oxmrntzft, mnmm±mznbxmo . o i&^li ooti% »s't 

<&ft]0. 1^15 011% ^^>iz$f^t<{ii^0. 5^VNt 2 0»ffl:%f5 

is mnmm±mzMLxmo . oi^uii 0011% fji<i^o. 

' " : . U5 OJia%s ££>i;:$?£ U<te:iftO. 5 2 Ofift%fIj^T«$)^o 

tz&s mnmM±mzMLxm i &<^u 9 9. 9 911%, ^ix&m 0 

♦ 

1 « < 

mz.it, *%m®iki$m&tzi±mmmmi$s (m, (Tween) 8 

25 0 (7h77;^^-|ii, #S)s HCO 60 (B^S. * i Jx^1/> 
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a 

u^a n mb*vvAs h-)w v;i/h*h-;K 7\h~*m), -pKmrnm. 

6 0 0 0^^*) «cif*»anLT.ff«^.tx &^-e&gfc«J;£u |0y^> 
£\ 'Jft i&tt * -4 V> «: iNffifctt© g 'ft © g ffc&£n ©^T3-T<>y-r§ i.^ 
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M 

» i 

■ 

±iB£<IML ^U^;^OiM^bT(±s flUfcC^H^A, j] V Ate ¥ (D 

Z> o 

25 &mw®*mM<Dib^&tzimmn ! $®mmzo . 5-5 ow/v%e 

L < It 3 ~ 2 0 w/ v %*IJ^T& 3 0 * fe$IfS«Xli/*iV1)- »J ^Wtt 
0.5-5 0.w/v% N $?£L<ti3~2 0w/v%#$?£LV> o 
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&»m.p mmmomwiz x % 2 ~ 1 2 t < & 2 . 5 ~ 8 . 0 tnt§ 

* 

&f*Ezk&Sftte, fc| A « 100 °c~ 1 2 1 °C©^T 5^-30 a^eem* 
1-3©ft s <fcW - 



«^Uv~^^©M^JTMLT^§tottWJ^?^t^o M;Lfcf, I B 

.•fe;vp-^^ir©-fe;i,D-^x— rim. t;i/D-^7tr- k tjisu-zy 
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i 

5 ±tS£-£k ^totf-ft-i K 7^f»; h R S— i 0 0 , R L - 1 0 0 , R S - 3,0 D , 
RL-3 0D, RL-PO, RS-PO (7^<);i/ixf-;i/ • 

^ y h n e — 3 o d 7 # v)im*ffl/ • 7? o jm^j^m^m 

(Carbomer) 9 3 4 P N 9 4 0, 9 4 K 9 7 4P, 9 8 0,1 
3 4 2^, ^U A-^7^;i/ (polycarbophil ), * ;p 3b -stf 7 -f >U (c 

♦ 

arciuin polycarbophil ) (liufBtt^-f ft& B F K U y 3^±i0> /WE*? 3 
20 -1 0 3. 1 0 4, 1 0 5, 3 0 4 ( V "f ft (#0 &£©3B«S! 

^&tt«^J©*ffll^JlC*^«*^Stt^K©^^ii^3 0£VM,$j9 0%(w 
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< 

A'), t < l±m 3 5 Lm 8 0% (v/v) N £ t> \zft £ t < &® 4 0 L 7 

5 % (w/w), mm&x » -?-<D^mm±®>2> l# 3 0 % u/wh #? 1 1 < & 

ii 

^) 3 & l > L 1 5 % ( w/w ) T & $ o *«£iJ tt «tt f) Iff £ t, ^ ^ T* V ^ T * X < . 

■ * 

^©^^ra(3^(-j-S^zkf»«©^^i±^ 5 0 %(w/w) WT>$f £ L < »±«j 
5 4 0 % (w/w), ^WIL< l±ft.5 — *?j.3- 5 % (w/w) T*± 

4 - 

OOO^nu ^^>{3$?t t<ii^]5 0 0^^U^1,4 0 0/zmX*$)^o 

j&ak m^m. mmMs rn^mk gfemmvu&Ls m&nL&.Lmm, m. 
nmmML&fr z.iz & (9 lit § o 

ffJO. 5&l,M,flj9 5% (w/w) N &£L<&^5.0ft^L^ 
8 0% (w/w), $t>lzKl£ L<l±m3 0&^U<]7 0% (w/w) T£3o 

^ :> ^ ;i/ d a (ECG505K ^p^;i/^ a-xj- h y >>a(Ac- 

rDmjkD-^ (L-HPC) &£#m^tl£ 0 *T»*k h K D^^7°D b;i/-fe 
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» 

. * 

^fcfb^Lt&MI^ ^>is 7-?;H£ s >mU¥(Dm 

1 ' i 

• ■ t 

» 

giJ£7x:/lx-L&#^ »fe^^ii-tihniW^O, if^iJ^^^OvI^rt)^^ 

ZQW-miL^mtm 1 0 0//ra^^l^ I , 5 0 0 jumX&Z&Qtimt Ll^o 

I 

■ ■ « t 

♦ 

?&¥(DmfiM*^A,x^xt) ffimm*m^2>Wi&< ^o^mmimizn 

20 LXmift^Lffil 5% (w/w). b < l±m 1 &^ Lii$ 1 0 % (w/w^ £ £ Iz 

* ♦ ■ • 

L<&I*)2&I/>14«J8% (w/w) T'&So ■ ■ 

25 ii. 

& i tF^Tktt tut & mmm & % v > & mm t mmx & ^^^tz^mmmzx^ 

* ■ 

®m f % - 1 iz x d ^m^mmtmrn. £ ti § 0 
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0% (w/w); &£L<tttt5fc'^btt5 0% ( W / W ) N £ £ L <l±m 5 .& v , 
t 3 5 % (w/w) T*5o 

* 

it) fc^ lfcV>L 1 0 O%0liTtfb$t§;t^T^ »£L<t±'lfcOL 

i 

ffl U ?> n 5 o T5 $ h KttffitgiJtt * £<b ® fc $ (c |5| s 

^^>^ N 7.v;i/R, ; ^l>^>»*.i:.©it*iiQ^T*)«kV>o 

3 -ir w > «t d. at * r i/ - 3 - w > ^-r § z txmmt 3 Z. t #t- 
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* 

. 4w/w%, fi : $l'<!^2 0^9 8. 5w/w% $M:»ll<!^3 0~ 
10 m9 7w/w°/otfe5o 

mmmmiz&tfztf^cD^Ait, mt&&mm±miztt lx , mo. 5-^9 

5w/w%, U % L < l±m 1 ~if$ 6 0 w/w%0lli)^ltM-rsc • 

15 £©£3&l)itfm!J^ L'T&s ^X-tt^^^y^W^O-^^^y^A (5. - 
.*« a a nS!k E C G - 5 0 .5 ) s ^O X A JM D-X.t K 'J-)A' M<bJ#($0 ■ ■ 

20 >^7-D^7*)s g|3^a<b7-*>7 , > (MiM ($0 £U P C S ) & £ fl, 

Mz-&7ktmmLxm7k, mm, ^^^im^mmvx^^mm^tmnmt 

m\z, mu^m^omm^m^M, ^^(DmMmm^^izx^m^mm^fi^ 
25 mm'&mm±miztt\sX, mz-imo. o 5~D3 0w/w% #£L<fcJ:#j 

0. 5~$U 5 w/w%T&3o 

z ox ?temum tLxit, mz-im&m (wux, ^^m, -e^>, 7?t* 
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• PCT/JP01/11353 

■ 

ttfflfcifK -;t,*fiji jfr^k ^>#^ Bfl3^>, 

^ & ^ «t b Stt S C t J; D W» « c i: T * * . 

© cfc -5 fc U T ft n fc k tt, * © * ■ * ft * v> tt jg£ 
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> 

10 7 f 7 'J >|7 ^'^ y >) A ^ D d i F y 'J A ^» S b mmtM t L T (±ifWt, 

i 

th'J^A, 7;i/^ h-7s -^>^h-;u x v;i/i:h-;K 

-;^d'JF.>> IMSIvSls >;,>^-*;j/^,^a.s ^.*.;i/.^.^A/cC. , 

• . 1 

ft^TtfAs ?-7-jJA) s 7)l*?>Mi& (m, T^^tF'J^AX -fe7bP 

y<^;nz;i/P— Xx t h'P^syrp i^;i/-fe;i/P— 7s t KP^^>7°Ptf;i/^^;> 
;i/^PUF>s ^U^-^7^;i/s :F7D;i/tf>^7i;i/^>^&^#|i}:f£> 

£71/^ ^5=- 71/ -fe 71/ P -7 s #U t*n;i/h°P U K>s ^'Jxfl/y^ 

25 y p-;i/&£#*?i; LV» 0 ftfcfc KP*S/rPii*;i^^7b^;i/p-7#$?2;LUo 

^x»773;i/b*>WH^« 
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ma'tct o ±13 1 ferity, ^^y, Tk^tt^yv-/^ 

Jtflsffl, *fi»U th*&k teKfflfc LTfcJ;^o ±BBfifc#.*H 

• . • • ■ ■ 

». . . .... 

^bBSit^js m&m, mmm, ■umm^t'ommm^mxx^x^c 

;ua tM©#tt?:4i s fe >j ^ p > ^ u d r p tf u > ? g o ~ji 

^* U •? " ^ * ^ * * ■ * fe & V °K ^ - > *X © 7^bA08f 

»*ffl*t?Js-ft*$(#* t <-i± i o~i ooo^p ^ait)fc^n*j£fcf x 

H^0^3tlfi*»«JAJ^H' MMKttau *«mi© 

(psyllium) >^ & Z<OWfa i &.$ >^9M% l> < t± 
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■ 

®;'x*7 h^>^l; ^£^>it; XV h'-;i/tf d,1) K >ft £©-&$.#.U ^-it ; 

-t? 5- 5" > - 7 ? £7 =» A => > 71/ y V ^ ^ ^B§2i £ tl£#JSt/b^£ tl£ c $ 

■ • 

'ffi-fW h 'J £ A ft 6> Vt^T'f 87;i/ ^ - £ Aft ¥®mmMM ; ?Vis>, L -7 
10 1$2.frb 1 2 £ 1 f©7^ ^R#£r#££;h,3o 

< ■ 

,.7.fc..y y^MIJIi^©^ h y y&7.*W*i&t&Z-t\z.mkx, *&m<D4h& 
15 t!;i;fctt{#»lltJ©}km^^ 

i . i • . 

b < fcfcftl* V 7 * > 7*#J ft if © - # Jj£# & fflfiftft * fc^i b T ^ T «fc ^ o 

5Iift«fe£iJ i: hX\±, fc^ ^^ft £> fci$£&<bflc8:fe iifx »J x • 7 > h* • 
20 x^-;v Ftt©FD&C7;W2fft6 0 { {:FD&Cl/>y K4 0-«§ft£:*©FD 

actfej^tf^w^tLSo 3i^ft#n**4fctt s s.>k ^7^i)-> *i/> 

7 P * X ^ © fe & © * ti £ ^ ft p Hfl££iJ l±. ? x > ft v 

mgm, u>^> «iK*<tVTi/^.>»^*n*o 3iift^t*3N-iibT{i77 

25 ;i;i/^-A N 7-te*;i/7x— AKfc£>Vfc*£ -??->ft £#^£2x£ 0 ?i^ft:& 

l*T^*>^M2:bXI^ Ij^ithWAv -f*>*»»^ ^^Dr^h 

U >S8Hb-&«u m«W^Hfte.tJ t fcx'-r *o:&7-fe;Wb7#^;i/7>r 

* ■ ■ 

g{#JfcttfiftiKjO. l~i&5 Olil $?£b<fcJ:$]0. l~^j3 0Sft%© 
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®&fc&Mkn®<D9o%&±*®m$#zztmm*mM (±12, 

* 

'<b^» (i) ©«, ^ 

6 0 kg) -A$>feDs *55W©fli'&%*«tTJf^3|ifei:bT> ^ft^ft 

1 BmO. 0 1 0 OOmg/kg, #£b<ttJ|&0. 0 1 -ft 1 OOmg/ 

kg, «kb»*-t<li«JO. 1-DlOOmg/kg, t) fc> frft 0 . I~ft5 
Omg/kg£, &frT-&.ftl. & -ft 3 Omg/kgi 1 B 1 Elfrfcftiafca 
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Ma®^m%m$s,i.kgi*m&tz i3mo. 001-200 omg.eiw 

0. 0 1-5 0 Omg. b< (is 1- 1 0 Omg^ffe^ £ 

\z&^-f s #ffl»$^#tfe^i^~3 Bum. »*t.<tti o#~i 

10 BWrtx «t D#?£b<i4 1.5#- l^P^^t^B^o^b^S^-r*^^ 

i 

.1^-1 B Wl*k $? £ b < 14 1 0 6 B$HgWl*N X t> » * b. < J4 1 5 ^ 1 

•#£ b^i§;#£&i: bXi4; #I;U4\ l@pS#»JtM^^tifc#ffl^^ q .... 
15 0 0 1-2 OOmg/k'g^in^U .*& 1 5 ^'tJgPtg^-^JtcSS'JK^n 
fe*^H90<b^ 'tfjO.. 0 0 5- 1 OOmg/k g£ 1-B'fii: bTlPS#t§o 

i 

» 

t> comitate %mMT»&-DT, *«eii*iB^-ra*0Ttt3Qi<x £fc##pj§0® 

. WT©#^J4"© r-^fij 1 0 e C&^b&)3 5 0 C^^-To r %j te^IB 

b&WlKDS4>i--fe> h^TjVfo ISbs nol/mol%*^f o 

^©mo*^4 3 T*ffi^^tiTV>i>liiS^(4TI3©lct*^^-ro 
s : > £f 1/ y h (singlet) 
25 d : y^l/ v h (doublet) 
t : h 'J 7"l/y h (triplet) 
q : i^JS/^rv h (quartet) 
dd : *r7)\>?zr\s*> Y (double doublet ) 
ddd : y7)\,y7)\,fr7\sy Y (double double doublet) 
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* 

* 

dt : *"7> hiJ7Uyh (double triplet ) 
br : 7*D- h* (broad) 
J : '* v 7° U > 7*£gfc ( coupl ing constant ) 

♦ 

Hz : (Hertz) 

* » 

* ■ ■ 

CDC1 3 :I^nD^;i/A ' 

1 h-nmr : 7'p b>mmnm& ' ' ' • 

Me J * 

#%0!)A 1 ' • ' 

!-(HF^y7irM-2-(3-lfiJi;Mx^/> 

V:7D.t^l,7* >(33.2*L)©&*5r h7t Kd 75? >(300 mL}$g*fc- 
7 ; *£$Hr.&#£ 1.6 M n-7>;U'j5 L H 7 A^^it>i§^(i48.inL) 

m^MiVA g)©«^ h7h FD77X40 mL)@fc&ffiTbfco?rrll7& 

fe!I^ B B ^Six^;MV7"Dtjbx-rAi)^I^ltgif^i 20.8 g 
(W 85 %) &&& 0 

Ife^ 71-72°C 0 
20 #%$|A2 

±I3#^#!IA lKJpfc, p-7r7ii?;KOftbDi:, £A«x*-;k 3,4- 
^ h.+J'SIfilx^K 3,4,5- r \)* Y*is%mmm^JK4-(* h**/X 

3,4-^^^>^^Jpi/^B«x^;K 5-f >^-;i/*^5t?>a^f-;K 5,6,7, 
;K 2-t7hx8^^^^)g^ TN TfB0#^JAYbi§rtJ2- 1-2- 

1 lmbfco 

#*«Afl3**2--l :l-7x_M-(3-eu^)x^y> M£ 44.5-45. 
5°Co 
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» 

#%$|A-fb-£t)2 -.2 :1-(3,4-vp< b * v 7 x ~ ;i/)-2-(3- tf U ^;i/)x£ y > 

♦ 

•• B&£ 114-li5°Cc 

#%$JA4bi§rt/2 - 3 :2-(3-t°i; ^;i/)-l-(3 3 4 3 5-.h 0 * h^r^7i-;^; 

> Wife 104-105 °Co . ... 

5 #%MAM2-4:l-(4-^ h h * y7 x - ;V)-2-(3- tf 'J i^l/)x£ 7 

> m& 43-44°Cc ; 

. A 4b-£t) 2 - 5 : 1 - ( 4 - 7 ;P Tt" D 7 x x ;u ) - 1- ( 3 - tf 'J ) x # 7 > ^« 

i 

■ 

•tic " ' • 

. #%^iJA^b-^t)2-6:l-(4-x^;b7xn;i/)-2-(3-h c 'J^;i/)x^y> ilu& 
10 80-81 °Co 

#%#!] A ib&Ql 2 - 7 : 1 - ( 3 3 4 - 7 ^ U > V X * > 7 x - ;i/ ) -2- ( 3- £ U v )V ) 

* - 

J > ifejft 98-99°Co 

#%^JA-fb^-tl2 - 8 : l-(5->f >7'x;i,)-2-(3-tf U>7lOx# 7> . 55- 
..56°Q.o 

15 #%^JA^tl2 - 9 : 2-(3-f; v;i/)-l-(5;6 3 7,8-5 1 h^t FD-2-t7fJl/) 

i 

", x# A> 16^ 65-66°C c 

♦ 

#%$IA{bl^l2 - 10 : l-(l 3 4-^>V^^-dr-9->-6-l';i/)-2-(3-b- 'J ^;b)x 

7 > ib^ 89-90°C o 
###iJA4b-£4£l2 - 1 1 : l-(2-^-7^;i/)-2-(3-f';^;i/)x^7> iiuS 69- 
20 70 "Co 

* » 

#%#JA3 ... 

±!B#%$JA 2 l:, /? - bra U >©ftto ^ C a -If 3 U X r - £3 U > v 
3,5-;i^^>£^*i^;hJ3Uts TIB©#%^JA^tJ3 - 1 -v.3 - 3 £<&J$L 

o 

25 . ##^iJAjb^ 3 - 1 : 1-7 xx;i/-2-(2-b U ^;i/)x^ 7 > jiuft 59-60°C o 
#%^JA'fb^3-2:l-(4-^ h^^7xx;i/)-2-(2-b'J^;i/)x^7> !u£ 
77-78°C 0 

##^JA<b^3- 3 :l-7xx;u-2-(4-b';^^)x^7 > ife^ 109-110 e C o 
A 4 
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l-(4-p< h^S/7x-;i/)-2-(4-h'U J > 

7 8°C^^U **Wih#t>\A M n-7^;bU^^7A^^-9->^(148 idL) 
£«Tbfco ?TFSS7&1 O^BB^MT^&S-tfs 81^ T r-tfn 'J >(20 g) 

:^;M19.4 E)0S7^f7t h'D77>(40^)«i-FtfcoiTM 

:«fi*ifixf ;b->( vr0 lf;bx-f/^t,Sgi CTSIft^* 16.2 g 
0 (W 66 %) £f#fc 0 

IfejS 103-104°C o ' 
#%#JA 5 ' 

2-(Hf;H-t'jy^)-l-7xzAx^;> . 

7 8°C't3^iSpt, fr£gtf&#t> 1.6 M n^llV^l^Vymmo'ml) 
&*TLfc„_ *f^Tft 1. ■O^KMft-e/pgf^ , 5 -,1/^^(1 

mfiW^ 7 j<(ioo BL)*inifc 0 . w«*ii%«jEE-ee5fet«itt© 

lf:M§^ix^-f V 7D ^;i,x-x lT$i{b^ 10 g 

(IK* 70 %) zmtzo 



A 53-54°C 
$JA 6 



l-(4-* h4^>7x-;i,)-2-(3-lfU^;Wx^7>(6.9 g)«Mt<36 iL)fc:& 
*U**(1.7 ■L)*JD*T8 0^7?3l^|«fr&jg«fc o .gi6»* ac7(c7 «^ aiu 

ift-^-lO g(JR#"89 %)£ftfc 0 
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. 188-195°Cc . 

•• #%$]A 7 s . 

LI 

< * 

foDtvs l-7x-;i/-2-(3-t'J^l/)x^> s H3,4-:/7 h^:77xx;i/)-2- 

5 (3-^J^)i^;X 2-(3- tf 'J ^;i/)'-l-(3 5 4 3 5- h U7 h=Jr:>7xx;i,) x* 
77\ H4 : -^ ^i''^ ^^7xr;V)-H3-f'iyJHx^X \-(4-7)l* 
P7x-jl/)-2-(3-f'J v7b)x^7 > N 1^7ir;H-(2-lf'JyjHi^A 1 
-(4-^ h^r y7 xx;i,)-2-(2-t? 'J >y;i/)x£ 7 X 1-7 xx;U-2-(4- 1* 'J V)V) 
. x£ 7 >s l-(4-^ h*v7 xx;v)-2-(4-tT »J v71/)x£.y > s 2.-(5-^ f-;V-3- 

io try v;i/)-i-7 x-;i/x^ j > j-(4-x^;i7 x -;i/)-2-(3-t° u >7i/)x^'7 > N 

l-(3,4-^5 L b >v^^r>'7 x ~;i/)-2-(3-tf U i^U)x> 7 Xl-(5— f 7^x;i/) 

-2-(3-tf U S>;i/)x£ 7 >\ 2-(3-b? U ^;i/)-l-(5, 6,7,8-^ h =7 t K D-2-t7f- 

;b)x^ 7 >\ l-(l,4-<>V"yt^>-6^ ;i/)-2-(3-£ U SWx* 7 > N l-(2 

. - ^7,7 ^ ;U ) -2- ( 3- 1° U v ;b ) x ^ 7 7 ^ l-(4-7 h^v7xx;p)-2-(2-t'U v;.V) 
15 ■ x#7 >'**^t^nffll^TxTIBO#%^JA'fb^tl 7 -1-7-1 7 £l§rf£Ufco 

* * 

\ #%#M-fb-&tJ 7 - 1 : 2-7*Dt-1-7 xx;i/-2-(.3-tf U vJl/)x£ 7 V^bTk^ 
fibj& 208-215°Co 

&%MAit&Vo7 -2. : 2-7"D^-l-(3 ) 4-y^ h i-ib)-2-(3-E 'J Vfr) 

^9 J^Zkihfrtmte. Su&' 191-193°Co 
20 #%^!|A'fb^tl7 -3 :2-7D^-2-(3-t';^;U)-l-(3,4 } 5-h F.^7x- 
;i/)x^7 ->||flS2k*»*l M 184-186°C 0 . • 

#%^JA<b-&tl 7 - 4 : 2-7*D^E-l-(4-t h* Ddf*>7 xx;v)-2-(3-h' U ^>)x 

##$|A<b-£tJ 7 - 5 : 2-7*D^-l-(4-7;i/^P 7 xx;i/)-2-(3-tf 'j ^;i/)x£ 
25 7 >^b7k^^ 189-191°Co . 

^mA'ih^ 7 - 6. : 2-7*D^-l-7 xx;i/-2-(2-tf U i?)l)* f> 7 >JHbzkfJS 
$*% iM 180-181°Co 
' #%0J Arti^tl 7 - 7 : 2-7*O^E-l-(4-^ h 7 xx;i/)-2-(2- tf U V ;i/)x# . 

jy^ymm.^ m& i7o-i7i°c 0 
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##tf!JA{bl§rt>.7-8.: 2-7*P^-l-7 x ~;b-2-(4-tf V ) 
Kit 230-232°C o ' • 

#%^iJA4b^t)7- 9- : 2-/D^-]-(4-^ h 7 x — >>U )-2-(4- U $Wx* 
^ >*-fbzk*itJl il!^ 207-209°C o 

#*MA^7-1 0:2-^D^-2-(5-X^;i/-3^>J^;i/)-l-7x.-;i,x^ y 
>^b7j<^^ 189-1 93°C 0 . 

#%#JA<bl§r#J7- 1 l :2-^P^-^(4-x^;b7i-;i/)-2-(3-tU^;U)0L^ 
V >JtfbzkJRKE gkjft 145-146°Cc 

#%«A<fc&*7- 1 2 : 2-7D^-l-(3 ) f^W/y^^y7x-^)-2-(3- 
*^;i/)x*V>£ft7jc£&i£ m& 174-175°C C 

#%0!IA<bl§^7-.l 3 :2-7-n^-l-(5-O^M-2-(3-tijy,)Hx^ y> 

* * 

£fb2k3il$ig ife^ • 177-178 c Co • 

#%«A<b£» 7-14: 2-7'D^-2-(3-tf >; vA)-l-(5, 6,7,8-^ h 7 t K D- 
2-±7^-;U)x^V >^<b7jcm^ Ife^ 160-162°Co 

###)A<fbl§r^7- 1,5': l-(l,4-^>^s;^ap^.>-6-. 1 '; l/ )-2-7D^-2-(3-b' 

#^JA{b^7-l'6 :2-7Df-l-(2- 7 -7fM-2-(3-h'ij i ;; 1/ ) I ^ , ^ 
ftTkiS^ M 197-199 0 Co 

##$)A-fb£t>7- 1 7 :2-7*n^-l-(4-p< h *£/7 x-;i,)-2-(2- £ >J 
*^>*fbzk*l»tt M 170-171 °Co 
#%$IA 8 

[4-(4-^ h^i>7x-;i/)-5-(3-tf •J^)-l ) 3-f7y-M-^;i/]7^ 
^■^iv 7(0.52 g)©7-b h- h U;K40 ■L)«»*t:,2-7*D^-H4-^ 
i/7xx;i,)-2-(3-trU^^)x^y>^b7R^ii(2.5 g) fctoA.fr Sjfrfffcflr 
& h ';x^;i/T^>(0.95 nL).£ifl>o< WTLL iTHTt, 3 

ifeiS 265-266°C 0 
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» 

##$JA 9 ■' 
N-y ^;i/^^-^l/T(0.24 g)©T-fe h- h U;K18 raL)>t$D$^ 2-7"P^-l- 

p 

10 * 85 %) 

158-159°Co .' 
#%fiJA 10 

N-[4-(4-;>< hdF-*/7x-;i/)-5-(3-rt: U J? ;i/ )- 1 , 3-.?- 7*V — ;i/-2— f ;v]T-fe h 

15 &%ih^mz[{A-t ^'i/7x-^)-5-(3-t'J S?;i/)-l,3-^7Vf-;i/-2->f 

>*fflV\«a*0#^jA 2 3 - 1 2 8 h|s]^CD^{CT^>fb^«^ i 
..fee 1R* 82% . 

ftb£ 208-210 °Co 
#^|JA 11 

20 2-(4-T-fe^;i/t^^^>-l— f;i/)-4-(4-p< h*>>7i-;i/)-5-(3-KiJS?)l/)- 

l,3-^Ty-;i/ 

1-K<*5$;>5b;b3j??-*7.$ h*(0.39 g)07t h- h- U;K15 jnL)$g$£fcv. 2- 
7*O^E-l-(4-^ h^^7xx;i/)-2-(3-h'U^;i/)x^7>^b7j<mM(1.0 g) 

3S3*br»;$»(2 nL)fc«frU 7K^tTli'fb7 > -fef-;K0.3 mL)^j]D^s 
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###JA. 12 

i 

I 

[4-(4-^ ^^^7x^;i/)-5-(3-^u^;i/)-l,3-yy^-;b-2-^;i/]T$ > 

Bs.-i.mi 

[4-(4-p< h4^7x-jl/)-5-(3-U'iJ ^^)-l ; 3-f;^V-;i/-2-^;i,]T^;>(20 
0 mg)£ l%t6K<**y-;M3".2 nL)fc$S«¥U ^*@*tfco f§£ftfcffl*gji 
*^^^-;i/-»»xf-;bipf,||gS'tT^jS<b^ 180 mg (jR*s 80 %) 

I. 

. 145-150°Co 

#%^JA8~1 2T^^tlfc'fb^CD<b^^ifeJlT©ai^-ro . 
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#%#<JA 14 ' 

7°P tT W >-f 5 X12.3 mL)©x h^t H p 7 5^X160 mL)?«£ IN-Tk&flj 
±YV ^A*»«fcira^feo -©M-&tJtc 0°CT 4-7 d D A ^7 D »J K(2 
5 5 g)£*§TLfco 5«T<ftT^. Mil 30 ftM® LtioMJ&m&MZBWt^KTrm 
tB fecit* Hi* &*fc*lU iSJB-fb^.* 24.9 g(J&* 89 50&f#fe c 

♦ 

'H-NMR (CDC1 3 ) (5 : .1.39 (3H, d, j= 5.5 Hz), 2.15 (1H, d, J= 2.9 Hz), 2. 
51-2.66 (2H, in), 7.39 -7.47 (2H, ■), 7.93-8.01 (2H,"i). 
10 #•-#{?!) a 15" 

* 

■ * • 

#%$J A 1 4 fcip 4-^ P P ^> v'-T P U K ©ft*) b te, Hdda> 

* 

-^m>v*^^dij H\ 4-^^;i/^>vW;^p u h\ 2-***^>y-f 

(l-'^^x^H>^;i,/7 D ,j jr. 4-(i J i-^^>^ai^;i/)^>^^;i!^D 
U K\ 4-7*Dtf;w>vV;i/^py K 4-7>;i^>VW;i,7pu h\ 4- 
M>y-f;p^Dij h\ 4-h 'i7Mp^h^^>^^ n ij. H\ 4-HjV 
MD^M^^^^piJ h\ 3,4-^V h^y^Wj^DiJ h\ 3,4-^ 
^M>VfMDn\ 3,5-^5S>l^>yV;i/7P>J h\ 3,4-^^l/>^ 

Tm<D^%m.Ait&® 15-1 ~ 15-22 ££$Lfeo 
. ■ #%.0HAft^» 1 5 - 1 : N-(3-^ pp^>^^;i7)7°PtfP>^ > 

25 'H-NMR (CDCI3) 5 : 1.40 (3H, d, J= 5.1 Hz), 2.17 (1H, d, J= 3.3 Hz), 2. 
53-2.68 (2H, ■), 7.40 (1H, dd, J= 8.1, 7.7 Hz), 7.53 (1H, ddd, J= 8.1, 2. 
2, 1.5 Hz), 7.90 (1H, dt, J= 7.7, 1.5 Hz), 8.00 (1H, dd, J= 2.2, 1.5 H 
z). 

, #%#JAft£tl 1 5 - 2 :N-(2-7PP^>y^;i,)7-peix>^^> 
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■ * 

'H-NMR (CDC1 3 ) , <5 \ 1.30 (3H, d, J= 5.1 Hz), 2,12 (1H, d, J= 3.3 Hz), 2. 
53 (1H, d, J= 5.5 Hz), 2,56-2.68 (1H, m), 7.28-7.48 (3H, m), 7.75-7.81 
(1H, m). 

5 0%mMb&yQ 15-3 : N-(2-^^JK>vVil/)7'Dh'^W ^ > 

^-NMR (CDClg) 6 : 1.30 (3H, d, J= 5.5 Hz), 2.08 (1H, d, J= 3.3 Hz), 2. 
43-2.57 (5H, m), 7.20-7.31 (2H, m), 7.33 -7.43 (1H, m), 7.89 (1H, d, J= 7. 
7 Hz). 

10 #%$IA'fb'£tJ 1 5 - 4 : N-(3-^^;b^>V*-f ;!/)/□ b' 1/ W ~ > 

* » 

'H-NMR (CDC1 3 ) 6 : 1.39 (3H, d, J= 5.5 Hz), 2.14 (1H, d, J- 3.3 Hz), 2. 

41 (3H, s), 2.51-2.66 (2H, m), 7.32 -7.39 (2H, m), 7.79 -7.87 (2H, m). 
#%$JA-fbl^l 5-5 : NM^^l^VVV^rnbU W ^ > 

15 W^Jo ' ' • " \ 

'H-NMR (CDCI3) 6 : 1.39 (3H, d, J= 5.5 Hz),. 2.12 (1H, d, J= 2.9 Hz), 2. 

42 (3H, s), 2.50 -2. 62 (2H, m), 7.25 (2H, d, J= 8.1 Hz), 7.92 (2H, d, J= . 

» 

8.1Hz). 

#^JA^fb^l 5-6 :N-(2-^< h *^>\/-f ;i/)7°n bf U W ^ > 
20 ?4^o 

'H-NMR (CDCI3) d : 1.30 (3H, d, J= 5.5 Hz), 2.10 (1H, d, J= 3.3 Hz), 2. 
50 (1H, d, J= 5.9Hz), 2.53 -2.65 (1H, m), 3.90 (3H, s), 6. 95 -7.05 (2H, m), 
7.41-7.52 (1H, m), 7.81-7.88 (1H, m). 

#%^JA^b^tl 1 5-7 :N-(3-^ h > V-f )\,)7u b 1/ W * > 

25 

'H-NMR (CDClg) 6 ; 1.40 (3H, d, J= 5.9 Hz), 2,14 (1H, d, J= 2.9 Hz), 2. 
52-2.65 (2H, m), 3.86 (3H, s), 7.10 (1H, ddd, J= 8.4, 2.6, 1.1 Hz), 7.37 

(1H, dd, J= 8.4, 7.3 Hz), 7.55 (1H, dd, J= 2.6, 1.5 Hz), 7.63 (1H, ddd, 

J= 7.3, 1.5, 1.1 Hz). 
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mmAih^l 5-8 :N-(4-i^>W;b)7Dlfl/>^^> 

mm 0 . • 

'H-NMR (CDC1.) : 1.27 (3H 3 t, J= 7.6 Hz), 1.39 (3H, d, J= 5.5 Hz), 2. 
33 (1H, d, J= 3.3 Hz), 2.50 -2.61 (2H,, .), 2.-71 (2H 3 . q, J= 7.6 Hz), 7.28 
(2H, d, J= 7.7 Hz) 3 7. 95 (2H, d, J= 7.'7.Hz). . '■ ' . 



«"L.. C 



1 

'H-NMR (CDCI3) 6 : 1.28 (6H, d, J= 7.0 Hz), 1.40 (3H, d, J= 5.5 Hz), 2 
13 (1H 3 d, J= 3.3 Hz), 2.50 -2.64 (2H, m), 2.90 -3. 05 (1H, m), 7.31 (2H, d, 
10 J= 8,2 Hz), 7.96 (2H, d 3 J= 8.2 Hz). .. .' 

mmAfci$®l 5-1 O-:!-^,!-^^^^;^]^,,^ 

TWbw ^>(ii mL, 0.14 Ml) 0rF7t KD7^>(J60 mL)^£ 2N 
^H>^^oiJ F(25 g 3 O.lS moD^^TLfeo *T»m Mt; 30 
U SMft-^tl 27 g(0.13 mol, « 99 %) £f#fe 0 . 

'H-NMR (CDCl 3 )tf: 1.35 (9H, s), 1.41 (3H, d, J= 5.5 Hz), 2.12 <1H, d, J= 
2.9 Hz), 2.51 -2.64 (2H, id), 7.47 (2H, d, J= 8.8 Hz), 7.96 (2H, d, J= 8. 
8 Hz). 



mmAfoG® l 5 - 1 1 : n-(4-:/d t?;i^>v^ u)?* hf u w * > 

'H-NMR (CDCI3) 6 : 0.96 (3H, t, J= 7.3 Hz), 1.39 (3H, d, J= 5.5 Hz), 1. 
25 57-1.75 (2H, »), 2.12 (1H, d, J= 3.3 Hz), 2.50 -2.59 (2H, m), 2.65 (2H, t, 
J= 7;7 Hz), 7.26 (2H, d, J= 8.1 Hz), 7.94 (2H, d, J= 8.1 Hz). 
#^«Afl3^«jl 5-1 2 :N-(4-7>;^>^;p)rDlfU>^^> 

'H-NMR (CDC1 3 ) 6 : 0.94 (3H, t, J= 7.1 Hz), 1.26 -1.47 (5H, .), 1.54-1,7 
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» * 

3 (2H, b), 2.12 (1H, d, J= 2.9 Hz), 2.51 -2.62 (2H 5 m), 2.67 (2H, t, J= 7. 
• 7 Hz), 7.26 (2H, d, J= 8.3 Hz), 7.94 (2H, d, J= .8.1 Hz). 

&%MAfc&%S 15-13 : H4-A^^M>y,^V)7D^l/>^ 5. > 

. - > ■ 

■ - - t < * 

• .I' 

5 'H-NMR (CDCil 3 ) <5 : 0.89 (3H, t, J= 6.6 Hz), 1.24-1.38 (6H, m), 1.39 (3H, 
d, J= 5.5'Hz), 1.56 -1.68 (2H, m), 2.12 (1H, d; J= 3.'3 Hz), 2.51 -2.61 (2 
H, m), 2.66 (2H, t, J= 7.7 Hz), 7.26 (2H, d, J= 8.1 Hz), 7.94 (2H, d, J= 
8.1 Hz). 

. #%^'JA'fb-^tl 1 5 - 1 4 : N-(4- h i ;7;i/^-D^.hdrv^>vVJl/)7 0 D tTlx> 

10 -r 5. > 

'H-NMR (CDCI3) 6 : 1.40 (3H, d, J= 5.5 Hz), 2.1'6. (1H, d, J= 3.3. Hz), 2. 
53-2.68 (2H, m), 7.29 (2H, d, J= 9.0 Hz), 8.08 (2H, d, J= 9.0 Hz). 

t 

0%M A4b<&® 15-15 : N-(4- h V 7 )l-Jr u > V 4 Jl)7'n t" V >.J 

15 ^ > ' . 

. . . . . - • 

1 H-NMR (CDCI3) 6 : 1 . 40 (3H, d, J= 5.5 Hz), 2.19 (1H, d, J= 3.7 Hz), 2.5 
4-2.70 (2H, m), 7.73 (2H, d, J= 8.0 Hz), 8.13 (2H, d, J= 8.0 Hz). 

■ 

^-^JA^tH 5-16: N-(3,4-^^ h^r^^>vV;W)7°D 1^1/ W 5. > 

20 mwwio 

' t 

'H-NMR (CDC1 3 ) 6 : 1.41 (3H, d, J= 5.5 Hz), 2.12 (1H, d 3 J= 3.3 Hz), 2. 
51-2.63 (2H, m), 3.94 (3H, s), 3.95 (3H, s), 6.92 (1H, d, J= 8.5 Hz), 7. 
56 (1H, d, J= 2. 2 Hz), 7.69 (1H, dd, J= 8.5, 2.2 Hz). 
. #%^JA^tl 15-17 : N-(3,4-^^;i^>V^;i'):7"P tfl/W 5. > 
25 WttJo ' 

'H-NMR (CDCI3) 5 : 1.39 (3H, d, j= 5.5 Hz), 2.12 (1H, d, J= 3.3 Hz), 2. 
32 (6H, s), 2.49-2.61 (2H, m), 7.21 (1H, d, J= 7.7 Hz), 7.77 (1H, dd, J= 
7.7, 1.8 Hz), 7.80 (1H, d, J= 1.8 Hz). 

#%$]Aftl^3l 5-18: N-O.S-S^^VOV^ M^W^y-i X > 
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7 Jl&kmmtttg, 0.17 mol) hy^fj^AT^ K(0.'l mL)& 0°C 
■ T^b5^n;W50mL) fcloifc. «£4fc* 2 MM^2#£ 0 MottOs?, 

5 iL, 0.18 ■bDOT^t KD77>(160iL)**£ lH-akKfc* h. <J £ 

$(180 «L) tin* fee iOi^tlfOtT' 3 3 5-y^^;K>vV;^ D 'J |<$ft 

affi**ft*U »«fc«*U 31 g(0.16mol, 99X) 



0 'H-NMR (CDCl.)tf :■ 1.39 (3H, d, J= 5. 5 Hz), 2.13 (1H 3 d, J= 3.7 Hz), 2.37 
(6H, s), 2 .47 -2.62 (2H, ■), 7.19 (1H, s), 7 .64 (2H ; s). 
#%#<J A fc^fc l 5 - 1 9 : N- ( 3, 4- * ^ 1/ > * ^. « > V V » ) 7 d f b > -f 



'H-NMR (CDCl.j 6 :. 1.38 (3H, d, J= 4.9 Hz), 2.11 (1H, d, J= 3.1 Hz)', 2. 
48-2.64 (2H, ■ ),. 6.05 (2H, s),' 6.86 (1H, d, J= 8.2 Hz), 7.48 (1H, d, J= 
1.7 Hz), 7.65 (1H, dd, J= 8.2, 1.7 Hz). 

mmAib&mi 5-20 -.M2-±y h^^DKi/w$> 

"H-Wffi- (CDC1.) d : 1.44 (3H, d, J= 5.5 Hz), 2.22 (1H, d, J= 3.3 Hz), 2. 
57-2.84 (2H, m), 7.50-7.65 (2H, m), 7.85 -8.00 (3H, ■), 8.06 (1H, dd, J= 
8.6, 1.5 Hz), 8.59 (1H, s). 

##^JAjb^l 5-2 1 :H-(4-7^tD^>y-f ^)7nei/W b 

'H-NMR (CDC1 3 ) <T : 1.39 (3H, d, J= 5.2 Hz), 2.14-2.15 (1H, id), 2.52-2. 
63 (2H, ■), 7.08-7.19 (2H, ■), 8.00-8.10 (2H, m). 

#^JA<b^t/l 5-2 2:N-(3-v^D^>^;b«v-4-^ h^^W^) 
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'H-NMR (CDC1 3 ) 6 . : 1.40 (3H, d, J= 5.1 Hz), .1.54' -1.68 (2H, m), 1.73-2.0 
•••• 6 (6H, m), 2.11 (1H, d, J = 3.3 Hz), 2.51 -2.6^.(2H, m), 3.91 (3H, s), 4.7 
9-4.90 (1H, m), 6.90 (1H, d, J= 8.4 Hz), 7.55 (1H, d, J= 1.8 Hz), 7.65 
(1H 3 dd, J= 8.4, 1.8 Hz). 

. , i 

5 #%$JA 1 16 • • 
]-(2-7 p -n 7 x - ;i/)-2-(4-t° >; >• 

b< V7Dt:;H7$ X15 mL)©»^ h 7 h K-D 7^X100 mL)MM£-50°C 

i 

fcttiPU fr£?!|-tf&#£, 1.6 M n-7>;Wj5^A^+?-X«(69 mL)£?$T 
. bfco iTHTt 10#IW§?gif> I^T7-f3 U > (20 g) cd^RtKt 1 h7hF 
10. D77>(10.mL)^^^-30 o C-e^Ttfec 1 Uimti^mntz'&s N-(2-7odW> 
V"^JH7Dtl/>^ ^>(20 g)©«^ h^t h'D 7^X10 mL)«£-10°C 
T'tflTLfco viT^T^?ST 2»^|t?;o JxiS^tlt7j<(100 niD^D 

i 

>; >r m 7A^DYh^7^ -.( ^# -9- > -sipx ?- ;i/ = i : i ) T*mm t x 

15 "fb£«Jl6. g(M 71 %)^t#fco ' .'. 

'H-NMR (CDC1 3 ) d : 4.28 (2H, s), 7,20 (2H, d, J= 6.2 Hz), 7.28 -7.39 (1H, 
m), 7.41-7.48 (3H, m), 8.56 (2H, d, J= 6.2 Hz). 

» 

#%#)A 1 7 • 
20 #^#JA 1 6 (C^b\ N-(2-7D P^>^-f ;1/)7d£1/W 5. > CD-ftt) 0 £ N- 

> 

^X N-(2-;*^;i^>y-f ;w)7*Dtri/>>f ^ x N-(3-^^;v^>V-f ;i/)7*D 

t?l/W ^ X N-(4-^^;i/^>y-r;i/)7'Dfb>^ > s .N-(2-^ h=^>^X./ 
-<;i/)7 , P tfl/W 5. X N-(3-p< b^>^X/-f;i/)7'OtfX."f * X N-(4-x 
25 5 L ;b^>V-f ;i/)7*D^l/>^ 5. >,N-[4-(l-^;Vx^H>\/^]7*Dtf v 

. tM>y^i/)7Dt;i/W ^x n-(4-7^;u^>^-t;i/)7p ti/>^ s.x 
N-(4-^^^;b^>y-r;i/)7Dtri/>-< ^ xN-(4- h u 7;i/^-D^ h3^>^x./ 
-f;i/)7D^i/>-f = xN-(4-h i) 7;WD^f;^>y^fM7Difi/>^ s. x 
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• • 

N-(3,4-^ h4y^^vV^)7DtU>^>; H 3 )4 -^^ ;K> ^ ;i , ) 

N-(3->? h*i>^>w ;I/)t*d w 

5 ^tl^ti^X, Tf3©#%^JAlb£tl 1 7-1.-1 7-2 1 Lfco 

#%^A{b^rt)l 7-1 :l-(3-^D7x-A) : 2-( Hf ijy j Hx^> ■ 

79-80°C o 

mMA^W 17-2.: l-(4-* DD7i -;u)- 2 -(4-e 'J >>*;iv)x* y. > 
®u£ 93-94°Cc 

10 #%^JA^t) 1 7 - 3 :l-(2-^^;b7x-;u)-2-(4-tf-;v;i,)ai^y> 

'H-NMR (CDC1 3 ) <5 : 2.48 (3H, s), 4.23 (2H, s), 7.19 (2H, d, J= 6.2 Hz), 
7.24-7.47 (3H, id), 7.73 (1H, d, J= 7.7 Hz), 8.56 (2H,. d, > 6.2 Hz). 

P%MAit^l 7-4 : l-(3-p<^;U7x-;b.)-2-(4-h°'J v;U)x^y > 
15 ^ 115-116°Co , ■ ' "' 

1 * 

ifi^ 110-111 °Co • " 



- 6 :l-(2-^ h*^7i-«,)-2-(4-Kijs;^;> 

20 'H-NMR (CDCI3) * : 3.92 (3H, s), 4.30 (2H, s), 6.95 -7.07 (2H, m), 7.17 
(2H, d, J= 5.9 Hz), 7.50 (1H, ddd, J= 8.4, 7.3, 1.8 Hz), 7.73 (1H, dd, J 
= 7.7, 1.8 Hz), 8.53 (2H, d, J= 5.9 Hz). 

. ,#%«Aft^fel7-7 :1-(3-p< hap^7x-;i,)-2-(4-lf.;^;Wi^y> 



'H-NMR (CDCI3) 6 : 3.86 (3H, s), 4.28 (2H, s), 7.14 (1H, ddd, J= 8.1 2 
6, 1.1 Hz), 7.20 (2H, d, J= 6.2 Hz ) , 7.36 (1H, dd, J= 8.1, 7.7 Hz), 7.5 
1 OH, dd, J= 2.6, 1.5 Hz), 7.58 (1H, ddd, J= 7.7, 1.5, 1.1 Hz), 8.57 (2 
H, d, J= 6.2 Hz). 

mmAfcismi 7-8 :l-(4-J-^7x-;i,)-2-(4-tfU^;i,)x^y> 
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i * 

Wifc 87-89°Co ' ■• . 

#%0J A ih&yo. 1 7 9 : 1- [4-( 1 - * V ;Ux ? Jl ) 7 x x )]/] -2- ( 4- t? >J :>* ;i> ) x * • 

» 

86-88°Co . 
5 #%$IA<b'&tl 1 7-10 :l-[4-(l,l->7f^x^)7x-M-2-(4-^J^ 

i > 

;Wx£ 7 > 

^V7'P hVUT^ >(15 mL, 0.11 ■oDOiif KD77>(100 , iL-)S ! 
$£-50 o Cfc#*PU frgm^teifib 3.6 M n-7^^U^^A^^r^>^^(69 m 
L, 0.11 uD^STLfc. ffiTmT'&MfrMfrgmn. ^T7-"'J> (9. 

. * ■ 

10 3 g, 0.10 mol) ©I^tK^ >7k HP7^>(10 iL)&$ft£-30 o Ct*?fiiT tfco 1 B$ 
RS # m-ff fc & n N - [ 4- ( 3 , 1 - V * 3- )V x f ; V ) ^ > ; V ] 7° o 1/ > >f * > ( 22 
g, 0.10 mol)0^7j<^ h7t h*D7 7>(10 mL')jg$£-30°C«TLfco viST^ 

15 7 A 7, D v> ^7 7 ^ - ( A^rf >-Mx^ 1:1)T*I1U y^V7 

I I 

* 4 

: HU& 75-76°Co 

^mAVCi^m 1 7 - 1 1 : l-(4-7Dt;i/7i-;i/)-2-(4-t 'Ji?;i/)x*7 > 
Ife^ 71-72°C 0 

20 ^MAfc-Smi 7-12 : l-(4-7>;i/7xx;b)-2-(4-^U^;i')x^y > 
M 41-43°Co 

##^JAib-^tl 1 7-13: l-(4-^dp^;i/7x-;i/)-2-(4-tf U ^;i/)x*7 > 
• iiu& 57-58°C 0 

#%0iJA<b^t)l 7-14 :2-(4-t l J^I/)-H4-h'j7;i/tD/ hdr>>7xx 
25 ;i/)x^7> 

p 

14^ 65-66°Co 

#%#JAfbiMbl 7 - 1 5:2-(4-lfU^;i/)-l-(4-h ij7^D^Wxz^) 
x#7 > 

Mj^ 94-95°Co 

153 



W ° 02/051442 . PCT/JPOl/,,353 

mMAit^l 7- 1 6:l-(3 3 4-^ h ^ y7 x - ;P)-2-(4-b 'J ^;u)x* y 



i ■ 



at^ no-iirCo 

_#%0JAfc£*bl 7 - 1 7:l-(3 ) f^f;i/7xrj| / )-2-(.ftijy jl/ ) x ^ : 
5 81-83°Co . ' 

0%MAfch® 17-18 

t 

¥4 V7D t>7 ^ >(15 mL, 0.11 nol ) O jRfck £ h ^ b K D 7^ >(100 mL) 
.. mm^-WClz^&L, t^m^ifi^ 1.6 M n-:?>;i,U^A^*tf>^(69 
3 mL, 0.11 ffloD^^TLfeoiST^T^lO^P^^^rl^^lvxr-fzfU^-'O. 
3. g, .0.10 mol)©«^ h^,b KD7 7>(10 mL)^^-30°CT^Tbfec 1 m 
jBfr&fitffcfc, N-(3 3 5-^^;^>VW;u)TDbb>^ ^ >(19 g, 0.10 mo 
l)«fh7h.KD77>(]0 mL)^^-30°CT^Tbfeo »T*T'«»* 

90-9rC o 

• 4 * 

0%MAit>&®l 7-1 9:l-(3,4-^^l/>^^^^7x-;b)-2-(4-bU^) 

• » 

126-127°C 0 

i 

#%^JA^tll 7-2 0 :H2-t7^)-2-(4^iJ^)x^;> 
!u£ 114-115°Co 

#%0>JAlbl^3l 7-2 1 :1-(3-^ ! 7D^>^^.4^ k^^7x-jH- 
2-(4-b'j^)x^7> 

M 87-89'Co 
#%#IA 18 

m\Ai^^ 1 8 - 1-1 8-9£i^L7co 

#%^JA<b^l8-l :H2-^DD7x-M-2-(3-bf>j^)x^y 
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♦ 

■ 

» 

• WMR (CDCI3) 6 : 4.28 (2H, s), 7.18-7.49 (,5H, ■), 7.59-7.67 (1H, ■), 

* » t 

8.47-8.56 (2H, n). ... " 

' &%WAib&fa 1 8 - 2 : l-(3-^PD7^-Jl/)-2-(3-t')Ji;;i/)x^; > 

• 1 1 

'H-NMR (CDC1 3 ) 6 : 4.29 (2H, s), 7.25 -7.34 (1H, m),' 7.44 (1H, t, j= 7.7 
Hz), 7.54 -7.63 (2H, m), 7.90 (1H, dt, J= 7.7.,. 3.5- Hz), 8.00 (1H, dd, J= 

* 

■ 

1.8, 1.5 Hz), 8.49 -8.57 (2H, ■). 
. #%^JA-fb^Jl 8-3 : l-(.4-^Pd7x-;v)-2-(3-^U^;i/)x^y > 

10 ?H-NMR (CDCI3) 6 : 4.27 (2H, s), 7.24-7.31 (1H, m), 7.47 (2H, d, J=*8.8 
Hz), 7.55-7.63 (1H, m), 7*96 (2H, d, J= 8.8 Hz), 8.46 -8.53 (2H, m). 
#%0'JA<b-&$J 18-4 : l-(2-^ ^;i/7 x -;i/)-2-(3-h' 'J is)l)x-t> J > 

.'H-PR (CDCI3) (5.: 2.47 (3H, ..s),. 4.23 (2H, s„); 7.18 -7.47 (5H, m), 7.7.3, 
15 "(Iff, d, J= 7.7 Hz), 8.47 -8.56 (2H, m). 

##MA{b-£tJ 18-5 : l-(3-/^;i/7 x - jb)-.2-(3-t 'J ^jl/)x^ / > 

♦ 

'.H-NMR (CDCI3) : 2.43 (3H, s), 4.29 (2H, s), 7. 17 -7.36 (1H, m), 7.36- 
7.46 (2H, m), 7.58 -7.65 (1H, m), 7.78 -7.86 (2H, 1), 8.50 -8.56 (2H, m). 

» _ 

20 #%^JA<b^% 1 8 - 6 :l-(4-^H7x-;b)-2-(3-Ky^)x^;> 

■ 

Hlj& 72-74°C 0 . . ■ 

• Artiste 1 8-7 : l-(3-^< h^y7xx;b)-2-(3-^'J^;i/)x^/> 

'H-NMR (CDCI3) 6 : 3.86 (3H, s), 4.29 (2H, s), 7.14 (1H, ddd, J= 8.1, 2. 
25 6, 1.8 Hz), 7.28 (1H, dd, J= 7.3, 4.8 Hz), 7.40 (1H, dd, J= 8.1, 7.7 Hz), 
7.53 (1H, dd, J= 2.6, 1.8 Hz), 7.58 -7.65 (2H, m), 8.50 -8.55 (2H, m). 
&%mA4hGVal 8 - 8 :l-[4-(l,l-^^ ^Vx^;i/)7 xx;i/]-2-(3-lf >J 

mm* 
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'H-NMR (CDCI3) -iff : 1.34- (9H, s), 4.28 (2H 3 s) 3 7.22 -7.31 (1H 3 ■), 7.50 

(2H 3 d 5 J= 8.4 Hz) ? 7.56 -7.65 (1H, m), 7.96 (2H 3 d, J= 8.4 Hz), 8.48 -8.5. 
5 (2H 3 m). 

mmAit^mi 8-9 : l-(3,5-y^^7x-;i,)-2-(3-t ij j;;!/)!^ y > 

* » 

'H-NMR (CDC1 3 ) 6 : 2.38 (6H 3 s) 3 4.27 (2H 3 s ) 3 7.24 -7.30 (2H 3 ■ ), 7.58- 
7.63 (3H 3 m) 3 8.50 -8.52 (2H 5 m). 
#%#JA 19 

* 

#%^JA jh^i 19 : l-(fy ^ f 5 ; 7 xrjb)-2-(4-f 'J y^)x^y > 
ife^ 189-192°Co 
# %#|JA 2 0 

♦ 

. l-(4-7;^D7x-;i/)-2-(4-t t lj^;v.) x ^ y> 

¥4 V7 , Dt;i,7^y (29 mL) ©i7Kr h 7 b F D 7 5 > (300 mL) 
h^h h*D7^> (50 mL) ^«*iPAfco £«i£«-10 o CT- 

feo fi/fc«»&-78°Cfc:#ijJi, N-(4-7;i/^-D^>y^ ^)7 , Dtu>-f * >(36 

g)Oi7krh7tl*P7 7M50 iL)*»ft»Ttfe.»T*T!l*aT3'll*IB*> 

fcfc'<fc 28 g(4X* 66 %)&ftfc 0 . 

IfejS 90-91 °C 0 
###|A 2 1 

4- U^i/^*) ^>X7^ h* 

4r*9-fr**^*/- h (12 g) $ 4N ttYb**0»»x^;u»* (130 m 
L) izm^Ltzo Zommiz*;?*v>m. o,0-^x^;i, (15 mL) &Jq* n 
£^&"C22 B$iafr£$H?fc 0 Rj&n&ltotzTk (100 mL) ^D^, iix^l/f 
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* * 

LfcoB^^«iV^^IISB B B t?>;J:ia ^IM'l'J 10 g (JR* 67 

■ 176-178 °Cc 

5 #%#JA 2 2 

♦ 

#4MA 6 Hif l^l-(4-^ h^-^7x-;i/)-2-(3-bf 'J^;i/)x^y XD^b^J 
l-(2-^D D 7 x " Jl/)-2-(3-fiJ yJV)x^ ; >, l-(3-^DD7x.-;i/)-2- 

(3-bfU v;lOx^?7 >\ H4-£DD7x-;M-2-(3-£'J^;u)x*y >> H2- 
^^;b7ir;i/)-2-(3-tf l Jy^)x^y J-(3-7 5^7 i-M-2-(3- fc° 'J v 

10 ;i/)x3?7 > v l-(4-^^;i/7xx;b)-2-(3-t°U^;L')x^y > N h^ry7 
x x ;b ) -2 - ( 3 - tf 'j 7/ ;i/ ) x ^ . > \ 1 - [ 4- ( 1 J - v 7 ? Jl x ^ : ;b ) 7 x x ;u ] -2 - ( 3 - 
tf U v;P)x^ 7 7\ l-(3 3 5->>^^;b7 xx;i/)-2-(3-t e U vMx^ 7 > v i-(2 
-7D D7 xx;i/)-2-(4-£'J 77l/)x# 7 Xl-(3-^DD7x-;i/)-2-(4-t'J v 
;i/)x#y >. v l.-(4-7 PD 7xx;v)-2-(4,-tf U v;i/,)x^ 7.7,. l-(2-7 ^;i/7,x . 

15 x;u)-2-(4-t°U ^;i/)x7? ^ 7a-(3-7^.;i/7xx;p.)-2-(4-h°U ^;V)x^ y > s 
l-(4-7 5 : -;i/7xx;v)-2-(4-tf 'i^;i/)x^.y l-(2-7 h ^ v7 x-Jl/)-2-(4: 
-tU^;i/)x^7 7\ l-(3-^ h ^py 7 x - jl/)-2-(4-t 'J y';i/)x^ / l-(4- 
x^;b7xx;i/)-2-(4-irU v;b)x# y >; l-[4-(l-^ ^Kx-J-fr)? x x;i,]-2 
-(4-fcf U v;i/)x# 7 7s l-[4-(l,l-y ^f;Vxf;i/)7 xx;i/]-2-(4-t? U 

20 ; > v l-(4-7*Dh°;V7xx;i/)-2-(4-^U^;i/)x^y > s i-(4-7f^7x 

x;u)-2-(4-t: U i/;i/)x^ ^ Xl-(4-^i/;i/7 xxjl/)-2-(4-b; V 7 
>s 2-(4-b°U^;i/)-l-(4-h ij7Jl/tP^ Ki/7!-;Hj^x 2-(4-^U 

^;i/)-i-(4- h >; 7;b7j-D^^;i/7 xi-u^t^I/t^ 7 7 xx 

)V ) -2- ( 4 - f U ^ ;i/ ) x $ 7 > ^b7j<^ 1 - ( 3 , 4- ^ .X h * 7 x x )i ) -2- (4- 
25 tf U^^)x^7 l-(3,4-i>V^;i/7xx;b)-2-(4-tU^;i/)x^7 7 N l-(3, 
5-^^^7xx;v)-2-(4-^J^;Hx^7Xl-(3 ) 4-^fV>^^^y7xx 

;i/)-2-(4-ey 5yVl/)x*7 >s l-(2-^7^;i/)-2-(4- 1? 'j :7;i/)x* 7 >s l-(4- 
7;U^n7xx;i/)-2-(4-t U ^l/)x^;x H3-y7D^>fM^y-4^ 
h =*->7 xx;i/)-2-(4-£ U y;i/)x£ 7 >*Zti?tim^T, TBQ^BAfc 
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^22-l-2 2-3 3^Lfcc 

mmMb&m 2 - 1 : 2-:/d*-i-(2-* □ D 71^ j-2-(3-tf »; y;i,)x* 

88-90°C c 

f*tomp%2 2-2 :2-7-D^l-(3^DD7x^H-(3-t>jyji,)x^ 



Hfe/ft 164-166°C 



* 

'#tflAft^ft2 2-4 :2-7'D^-l-(2-^^^ri;p)-2-(3-^.;i;;i,)ai^ 

^oRi6'fcfflv> fee • 

■ 

.-##«Aflrtrth2:2 - 6 .: 2-^D-^.-(4-^^Vl/.7*-;i/)-2-(3-Ky'y;i/)i^' 



^ 96-98°C 0 

#*«Afl3^«2-2 - 8 : 2-7-Dt : l-[4-(l J .l-^^^^xf;v)7xx;k]-2-(3 

25 M 190-J94°Co 

#%«Afc£*2 2-9. :2-7*D^-l-(3 5 5-^^^7ai-;i,)-2-(3-if»;$;;i/) 

ffluS 195-197°C 0 

#tWAfl5^2.2-10 :2-7 , D^l-(HPD7xx;i / )-2-(4. t , J ^) ? ,. 
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■ 

♦ ■ 

W>& 157-159°C,o V 

&%MA{h&!to2 2-1 Z-7d=E-1-(3 : ^ d d 7 x ~ ;V)-2-(4-tf D i?;V)x 

i 

5 m& 178-181°Co ' 

#%#JA4b£t)2 2 - 1 2 :2-7p ,; &-]-(4-^DD7xz;v)-2-(4-^J^)x 

ibi^ 189-193°Cc ' 

#%0yA-ffc^*l 2 2 - 1 3 :2-7*D^-]-(2-^^;i/7x-;L0-2-f4-t''Jy;i/)x 
iSuS 183-186°Cc 

#%$JA-fb-£rt)2 2-14: 2-7"D^-l-(3-X^;i/7 x-;i/)-2-(4- t c 'J SWx 
15 &4MA4t'& l to2 2-'l'5 :2-7*0 ; E-]-(.4^f^7xr;i/)-2-f4 ; -f'Jy;i/)x 

i i 

■ 

BA^' lll-113°Cc 

#%^JA'fb^2 2 - 1 6 : 2-^D^-l-(2-^ h^i/7x-;i/j-2-(4-tf U^;i/) 

20 ife£ 168-171 °Co 

#%0JA<fb^ 2 2 - 1 7 : 2-^P^e-l-(3-^ h =^> 7 x ~;i<)-2-(4-.t? U 

x*7>jWbzk*»Jfi 
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#%0JA2 3-128 
N-[4-(3 3 5-v/^;i/7^-;b)-5-(4-tiMJ yjy)-l : 3-f 7V*-;H-^V]7-fe 

[4-(3,5-S?^f;i/7x -^)-5-(4-b 0 »J^;i/)-l 5 3-^TV~;i/-2-r ^l/]7 > > 
(0.50 g, 1.78 mmol) t (0,06 g,, 0.51 mmol j <D N,N 

-¥*3-)\,J*i h7iF (5 hL) mmz, %Ut7V?)l (0.21 g, 2.67 mmol) £ 

-.^^^S^^tT^M'fb^tJ 0.17 g (iRifs 29%) 
' 284-286°C 0 

♦ 

i - * 

#%$JA 2 3 - 1 3 3 . 

i 

i 

[4-(3 3 5-^><^;i/7x -;v)-5-(4-h 0 U^;U)-l,3-.^7'V-;i/-2-^;b]7^ > 
2-70^-1^(3,5-7^^7 x n;v)-2-(.4-t' U y >JHb7j<Mm 

(5.0 g, 13 mmol) t^Xmm (1.0 g, 14 mmol) (DT^h-h V )l (60 mL) }g 
•ttfc, h Ux^l/T-^ > (1.9 ml, 14 mmol) S«Tf 'ukfiT a«f|R|*»$JB-tf fc b 

■ 

' ■ ■ ■ . - » . . 

^<k*)SeiLT^b^ 2.0 g (7.2 mmol, 55%) 

242-244°C 0 
#%#IA2 3-137 

F[4-[4-(l ) l-^^^x^;p)7xr;v]-5-(4-tiJi;;i / )-i ) 3^7>;_; 1/ .2- 

■ - *. 

[4-[4-(l,l-j;^ ?;i/x^;i/)7 x - ;t.]-5-(4-b 'J ^;i/)-l,3-?-7^-;i/-2-f 
Jl)T^y (0.40 g, 1.29 mmol) t A-*J* * J fc? V V > (0.05 g, 0.39 

mmol) ON,N^7^7-tr h7^ K (4 mL) ii>fbT-b^;i/ (0.15 g, 1. 

94 mmol) ^ipx., 80°CX 14 B#P»# Lfeo SJtfefi^fc^R**^ h.U.^A* 

^^x^y-^^^^B tT^Mfb^-t/ 0.23 g (iR* 50%) £f#fc 0 
\& 280-281°Co 

186 
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■ 

#%0|JA 2 3 - 1 4 3. 

[4-[4-(i,i-2;^^;i/x5 L ;i/)7x-;i/]-5-(4-^u^;v)-i,3-^7y-;p-2->f 

2-7*d^-1-[4-(1J-S^ 5=-;i/x^-;i/) : 7x-;i/]-2-(4-tf «; J >#Hb 

• i 

5 7jc^^(5t0 g, 12 mnol) (0.95 g 4 13 mmol) • h X h y ;b 

(60 mL) J&ftfc^ h ijxf;b7^ > (1.8 ml, 13 mmol) £}»T U 3 BSMSftb 

. (8.4 mmol, « 69%) £t#fe 0 • 

* < 

10 ' ifej& 254-257°Cc . . " 

#%#JA 2 3 - 1 6 4 ■ • 

N-[4-[4-(l,l-^^^;i/^^;^)7 x -;i/]-5-(4-try yM-l^-^TV-M- 

..... [ ! l.-[4-(},l-^^f;i/x5 1 ;i/)7i.-^]-5-(4-^ , J v;i/)-i,3-^TV-;i/-2 T ri' 

15 ;b]7-^> (0.50 g, 1.62 mmol) t 4-i?#2-)ly'k- S \Z V (0.05 g, 0.39 m 

. • * * » 

. mol ) ©Nj-b^^^T-fe ]>* (5 mL) ^b^>V>f;i/ (0:15 g, 1. 

94 mmol) 80°Ct? 14 m?MmWLtzo b 'J AtK 

*rfflbfc@#:£«Sfcbfco f#£ftfc@#£7jc^bfc|£> Sfcjfegbfco ffl 
lg||%xa?^-;i/iP&S3iSSUT^JS^» 0.44 g (JR* 66%) <M#£ 0 
20 292-294°Co 

* » 

#%$]A2 3-165 
N-[4-[4-(l,l-^^^;i/x^;i/)7x-;i/]-5-(4-^U^;i/)-l,3-^7\;-;i/-2- 

[4-[4-(i,i-^^^;i/x5 L ;i')7x-;v]-5-(4-t o ';^;i/)-i 3 3-^T^-;i/-2->r 

25 ;i/]7^> (0.50 g, 1.62 mmol) t 4-^ f-frT ^ 7 tf U V> (0.06 g, 0.49 m 
mol) OM-VM-pT*. YTK Y (5 mL) JIfls n n f- 7 >f ;wlg$ig (0. 

43 g, 2.42 mmol) £Ja*> 70°CT' 14 R#IH«#bfco Rj*^»fcjRtt7fc*±> 

>;£A**s^ #tHbfcn^^^bfeo »fenfcH#%7ktJi5vsbfeft> m& 

bfeo fflJ|g||*x^ >-;i/^6SlfgSbt^ja^«&tl 0.49 g (ft* 73%) *m 

187 
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326-328°C-o • 
#%#JA 2 3 - 1 6 8 ' 

K-[4-[4-(l 5 l-^p<^Aji5 L ;i/)7x-;i/]-5-(4-t 0 '; y/l/J-lJ-f?^/-;^- . 

■ 

;i/]^^> (0.50 g 3 1.62 mmol) t .4- y^^/l-Tiy h° 'J v 7 (0.06 g, 0,49 m 
mol) © N,N-y^^;i/7-fe K (5 mL) iit, My^D^>^>iM 

(0.32.g, 2.42 mmol) 70°CT 14«|fbfco MfSvI^tjt;^^ 

ia^tfeo *i^B E i$:x^y-;i/A^w^^bTaM'fb'&t) o.43 g (mm 6 

6%) ^ntzo . 

309-31 l c Co 

..... 1 

##$IA 2 3-194 
15 N-[4-(3 5 5-^^>A7x- / >|,)-5-.(4- t U ,3-^7^ -71/-2--Y A] 7 P .. 

[4-(3,5-s;^^7x-;b)-5-(4-tf U 'yM-l,3-?7V"-/l/-2-^V]7^; 
(0.51. g, 1.8. mmol) £ 4-^^^;.l/T^ 7 If y (0.06 g 3 0.52 mmol) © N,N- 
^^T-te h'T^ K (20 mL) i»fcsift7'D (0. 18 g, 1.96 mmol) 

20 £jJD;t v 80 o CT- 14 B^gM* Ufc.o S«^%t^7«^ h 'J ^AtK^^ 

* s-jifrzmfamLTmmih^y!} oai g (nx$ 67%) 

m& 291-293°Co 
#%#|JA 2 3-195 
25 N-[4-(3,5-^^ 5^;i/7 x -;b)-5-(4- t? y ^H^-^y-,^-^ 

f-;i/7°D^^-^T^ k 

[4-"(3,5-^^^V7x-;i/)-5-(4-^'JyVl/)-l ) 3-f7y-^^/V]7^> 
(0.50 g 3 1.8 mmol) ^4-^p<^;i/T^ 7 ^ yt;> (0.06 g, 0.53 mmol) © N,N- 
^^^7-l!>7^ K (20 mL) ®miz s ■&ib2-* ^)l7'a (0.20 g, 1. 
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» * 

91 imol) &jJD;i N 80°CTM4 0ff^»Ufeo SCT-^tlfc^7K^± b U ^AtK 

^^x^y-^^^W^bT^H^^ 0.52 g (JR* 83%) &*dfc 0 
. iu& 270-272°Cc 
5 #%#)A 2 3 - 1 9 6 • 

.N-[4-(3,5-v^^;U7 x-;i/.)-5-(4-tf 'J ^M-l,3-f7V-M-^M : 2-7 
xrjl/T-te br K K 

[4-(3,5-^ 3^1/7 x-;],)-5-(4-t 'J V)^)-\,Z-^7^-)^-l-4 MTX > 
(0.51 g, 1:8 mmol)' t J fcT.V ^> (0.06 g, 0. 52 mmol ) ©N,»- 

10 y^?^7^F7^ F (15 mL) jgfcfc^ i^^b 2-7 x = (0.32 g, 2.0 

mmol) £jjD;U 80°CT 14 B3R§Si#bfco EJfcS-&«l K 'J 7 A 7k* 

B ^£x#y-;i^ £11^11 LT^^b^rt! 0.33 g (iR^.46%) £t#fc 0 

^l!^ 226-229°Co , i 

15 #%#IA 2 3- 1 9 7' ' 

N : [4- ( 3 , 5- * )V 7 x - jv ) -5-( 4- £ U V JV ) - 1 , V - ;i/-2- ;H ^ > 

• * ■ 

[4- ( 3 , 5 - V * 7 x ~ )V )-5-( 4- b U b ;ix ) : 1 , 3-f- T "J -;i/-2- ^V]7^ > 
(0.51 g, 1.8 mmol) 4-^^^;i/T^y bU^> (0.06 g, 0.52 mmol) © N,N- 
20 V^^-)VT^zYt\ Y (20 mL) tgfc^V-Ol (0.30 g, 2.15 mmol) 

*in^.s 8o°ct- umramwLtco fcmu&mzmmymi- y u ^a*^^ #r 

•y-;i/^5>^^ibT^II^^ 0.18 g 26%) 
m& 285-286°C 0 
25 #€$JA 2 3-198 

N-[4-(3,5-^^^;i/7x-;i/)-5-(4-bU^;b)-l,3-5 : -Ty-;i/-2--f ;i/]S>7 

[4-(3,5-^^^;i/7 x-;i/)-5-(4-tf U^;i/)-i,3-^T\;-;i/-2->f;i/]T^ > 

(0.51 g, 1.8 mmol) t 4-i^ 5: J b? 'J (0.07 g, 0.56 mmol ) CDN,N- 
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■ * 

I 

t 

y^^l/7-t!h7^ K (10 mL) fcfcfc, My^DA>^>*;^;b (0.33 
g, 2.47 mmol) 70°CX" 14 tfco SiS^^^j^^7^> h <j £ 

ffi^$ri^y-;i/^e>S^^LT^II<b-&tl 0.41 g (1R$ 59%) £f#fc 0 

• * 

IIu£ '275-278°Co ' ' , 

#f^JA-2;3- 19 9 • 

• N-[4-(3 3 Vv^;i/7 i -;b)-5-(4-h'.U yJl/)-l,3-f7V-Jb-2-^ 
,[4-(3,5-^^7i -;b)-5-C4-t 'J ^;H-],'3-f7y-^-2-f;i/]7^ > . 

(0.52 g, 1.9 mmol) t 4-^^;>T5. y b'U^> (0.07 g, 0.56 mmol) CD'N,N- 
^^W-feh7^ K (10 mL) Sjftt^fb-n^y-f ;UJgKti(0.51 g, 2.86 
mmol) ^m^: 80°CT 14 JHF^Illlfco ^M^^^7m± h 'J^AMS 
^ *ftiiLfeSft*a3itfco *#£ftfc@#&7jc«fc^bfc^ &«bfc officii 

&x£>— ^frfc^gbT^Sfb-g-* 0.44 g (J« 61%) £f#£ 0 

•■" •j ••• • • „ . . , , . 

267-270°Co 

#%MA 2 3-2 0 0 • '. 

N-[4-(3,5-^^^;i/7 x -;i/)-5-(4-if u ^;i/j-l,3-9 L 7^-;Hy ;i/H v 

-3f>7^ K 

[4K3 J 5-^^5 L ;i/7x-;i/)-5-(4-^U^;i/)-l J 3 
(0.51 g, 1,8 mmol) t A-P*J-)\/7^; £ U ^> (0.07 g, 0.56 mmol) ©N,N- 
^f >7^b7U* (10 mL) Jfi^b-f V-3^yy;V^M^(0.48 g, 

2.72 mmol) *mX, 80°CT 14«fffl8lff tfc. SJSSS^fc^lfok*^ h U £A 

a*sa*^y-)Kp€»nigSbT*jfifl3^«i o.22 g ( w 32%) zmtco 

302-304°C o 
#%#)A2 3-2 0 1 

N-[4-(3 J 5-^^^;i'7x-;i/)-5-(4-trU^^)-l s 3-5 1 Ty-;i/-2->r;i/]-N' - 
[4-(3 ) 5-^^f;i/7ir^)-5-(4^ij^;i / )-l,3-^7y-;V-2^;i/]7^>' 
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! 

1 

(0.51 g, 1.8 mmol) ©. N,N-> 5 ^ ^l/T-fe h T ^ K (10 ml,) -$g$ftfc: A -fv^7> 
' Kx^;K0.20 jg, 'S.S.mmol.) 80°CT 14 H#F^1« b'fco £Ji&m^fc$. 

5 42%) . 

202-203°Co • 
'#%«SA2 3- 2 0 2 

H4-(3,5-y^f;i/7x -;M-5-(4-h° U yJl/l-l^-frv-H-^ ;i/]-N 3 - 

* 

io [4-(3,5-y^;i/7i :-;i/)-5-(4-t 'J .^;V)-i,3-5 L Tv'-;i/-2— r;i/]r ^ > 

(0.51 g, 1.8 mmol).© NJ-^^^^T-fe hT^ K (15 mL) &$ft£ N 4Vi/7y 
mru h°;K0.23 g 5 2.67 mmol) &fln;u 80°CT 14 B#FMJ$bfc c 

t.fe^s l&as.Ufco ffi^'Bl^x^.y -;ufr£>:pf*gg UT^Iiib^tJ 0.23 g ( i&tfs 

15 33%) Zmtzo ' ' 

ffc 128-130°C o • ■ •' ' 

A 2 3-2 4 6 . - ' ■ 

N-[4-(3,5-^^^^7i^)-5-(4-t'J ^;'l/)-l,3-^/' N J r -;i/-2-^;i/]tf7 

20 [4-(3,5-iM^;i/:7x^;i/)-5-(4-£ U V)l)-\ s ^7"J-)l-Z-j 5. > 
(0.50 g, 1.8 mmol) t 4-i? *3-)lT ^ J (0.06 g, 0.53 mmol) ® N,N- 

hT^ h* (5 mL) vg^Hs ^b^7$/'>*;i/^-;i/ (0.44 g, 2.7 
mmol) 70°CT» 14 iHFM# bfco SnBS^%'k:^ffi7k^± h U t> Azk£& 

#fffibfciaf*£Mlbfco *#£ftfclH*£7X$G^b;fc^ Ig^Lfeo ffl&H 
25 £x*y-;i/frklSl&g||LT&jfflft£«& 0.41 g (mm 59%) £#7c 0 

26 9-270 °C 0 
#%#IA2 4 

> * 

l-7*D^-3-x^M>-lf > 

3-x^-;bT-';>(10.0 g, 82.5mmol) 0 50«^tK^(43.6 g)fc 0 e C.TM!j 
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* 

I 

mi- b 'J«7A(6.83 g, 99.0 mmol) ©7jc^(16.5 mL)^ 30^^{^T?iTLfco# 

£^#fcin&j§^LT^&^b|g(])(i2.4 g, 86.6 nuDol) © 48%^ib7km^&l& 
(8Z.5 mL) t^L-f oflD3.fcp SOX.^ &J»£« 30 #Rij]DD8ftiB8E bfco & 
5 ^SM^*^'ic^^LTx-f ;i/*t?jfttB L/fco.fflffi^S. l.N-7.k$Hb± h U £A 

6.13 g(» 40 J()£*#fc 0 ' .'• 

♦ 

]0 'H-NMR ( CDC] 3 ) 6 : 1.23 (3H, t, J= 7.5 Hz), 2.63 (2H, q, J= 7.5 Hz),. 7. 
11-7.20 (2H, ■), 7.28 -7.38 (2H, .■).. 

. ##0>JA 2 5 ' • ... 

15 #%$]Alb-£tJ2 5 : l-7Dt-3-(l^fjl/jf,;i/)/<>^> . 

* 

'H-NMR (CDClg) 6 : 1.24 (6H, d, J= 7.0 Hz), 2. 77-2, 99. (1H, m),- 7.03-7.1 
6 (2H,.m), 7.27-7.34 (1H, m), 7.37 (1H, s). 
#%#IA2 6 
20 3-x5=-;i/^m#^ 

.T^rf^^^H^Tsl-^n^-S-ai^;!/^^^ >(5.1 g, 28 mmol) ©5 1 h =7 t h* 
D:75>}g$(45 mL)£ N ^^^>r>A^(0.74 g, 31 mmol) <D"r h 5 k Fn75 
>^tJ(5.0 mUi^jgTU ^©i;£ 30^F^^#^-fffeol&^tfe H^-fT^;* 

25 Smx^TllilfiiLfco 331, lilt a^^->';^y;i/*5 

Atw hy^yj-i^y-y-B^?))/ = 5.vl)TMMLT^fl?£tf 3.87 
g(lK^ 93 %)*mtzo 

'H-MR (CDC1 3 ) 6 : 1.28 (3H, t, J= 7.5 Hz), 2.73 <2H, q, J= 7.5 Hz), 7. 
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34-7.50 (2H, m), 7.92 -7.98 (2H, m). 

. . . . • ■ .. • . 

■ #%0JA 2.7 1 \ , 

i\ 

#%$1A 2 6 izmts l-yD■ : E-3-Jl^;l/^>-^£.>0ftt)^9(3^ l-7*D^-3-(l 

t 

5 ©#%$JAifb-&tl2 7- 1M2 ■ 
#%0UAffr£»2 7 - 1 : 3-U-^7-;i/X5f-;i/)^mMl . 

( 

'H-NMR (CDC1 3 ) : 1.29 (6H, d, J= 7.0 Hz), 2.98 -3.06 (1H, e), 7.38-7.5 
4 (2H, m), 7.90-8.02 (2H, m). 
10 #%^JA^b^2 7 - 2 : 4-7;b^D-3-^^;P$m» 
IM 165-167 c Cc 
'•■ #%#!1A 2 8 ' 

. ii( .3-x^;u£J!|§»(9.40g, 6.2.6 mmo.]) £ 0°C T JfeWb ^ ^ - ;U ( 45nL ) ic o < £ 
#%$JA 2 9 

#^#]A 2 8 izm ■3-x^;v$MK©ftt) D 1^ 3-(l-*>;i/x?-;i,)£ja 

20 #%^"JA{b^2 9 -1-2 9 - 3 £<&f£Lfco 

&%WA4b&V0 2 9 - 1 : 3-(H^xf ;i/H>^^jl/^p ij h* 

#%^>JA'fb^2 9 - 2 : 4-7;U;tD-3-^;i^W^;i'^D U h* 
25 #%^JA-fb^2 9-3 :4-i/^D^^;K>^;i/^D>J K 
. #%08A 3 0 

\ 
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• » 

>f ;v^d U K^^tl^*tLffl^T> TI30#%^JA<b^'#J3 0- 1 -3 0 - 7 ^ 
'#%0HA-fb«&«| 3 0- 1 : N-(3-h U 7;i/^D^ ^-Jl/^OvW ;i>)7'D.b*l/ >W\* 

y- ■ : 

m - 1 

'H-NMR ( CDC1 3 ) d : 1.42 (3H, d, J= 5.5 Hz), 2,20 (1H, d, J= 3.3 Hz), 2. 
56-2.67 (2H, m), 7.61 (1H, t, J= 7.7 Hz), 7.81 ( 1H ; d, J= 7.7 Hz), 8.21 
(1H, d, J= 7.7 Hz), 8,30 (1H, s). 

► 

#%#'J A-fb^t) 3. 0 - 2 : N-tSi-y^DD^yW A)7d fcTb W ^ > 

'H-NMR (CDC1 3 ) 6 : 1.40 (3H, d, J= 5.1 Hz), 2.19 (1H 3 d, J= .3.3 Hz), 2. 
57 (1H, t, J= 5.5 Hz), 2.57 -2.70 (1H, m), 7.54 (1H, t, J= 1.8 Hz), 7.88 
(2H, d, J= 1 .8 Hz). , ■ . ' 

- 

###JAfb-£« 0-3 , : N-CS-Ji^^l/^^^-f ;i/)7°D fb>^f ^ > 

•H-NMR (CDC1 3 ) 6 : 1.27 (3H, t, J= 7.5 Hz), 1.40 (3H, d, J= 5.5 Hz), 2. 
14 (1H, d, J= 2.9 Hz), 2.52 -2.61 (2H, m), 2.71 (2H, q, J= 7.5 Hz), 7.32 - 
7.41 (2H, m), 7.81 -7.89 (2H, m). 

#%#JA{b-&tl3 0-4 : N-[3-(l-p<^;i/;^;b)^W^;i/]rDtf 1/ W 5 > 

'H-NMR (CDCI3) 6 : 1.29 (6H, d, J= 7.0 Hz), 1.40 (3H, d, J= 5.9 Hz), 2. 
14 (1H, d, J= 3.7 Hz), 2.51-2.64 (2H, m), 2.87-3.10 (1H, m), 7.33-7.46 
(2H, m), 7.84 (1H, dt, J= 7.0, 1.8 Hz), 7.91 (1H, s). 
#%MAfb-£t)3 0-5 :N-(4-7;i/^-D-3-^^;P^>y^ ;i/)7°p \f 1/ W 5. > 

'H-NMR (CDCI3) 6 : 1.39 (3H, d, J= 5.4 Hz), 2.14 (1H, d, J= 3.4 Hz), 2. 
33 (s, 3H), 2.51-2.61 (2H, m), 7.06 (1H, t, J= 8.8 Hz), 7.81 -7.90 (2H, 
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m). . 

f m 

'H-NMR (CDC1 3 ) : 1.22-1.54 (7H, n), 1.67-1.89 (6H, m), 2.12 (1H, d, J 
= 3.2 Hz), 2.52-2.60 (3H, m), 7.28 (2H, d, J= 8.3 Hz), 7.95 (2H, d, J= 8. 

■ 

3 Hz). ' 

#%#JA'fb-&t)3 0 - 7 : N-(3-'7;u*D^>y">f ;i/)7*D tfbW ^ > 

'H-NMR ( CDC1 3 ) 6 : 1.40 (3H, d, J= 5.5 Hz), 2. 16 (1H, d, J= 3.3 Hz), 2. 
52-2.68 (-2H, m), 7.25 (1H, ddd, J= 8.4, 2.6, 1.1 Hz), 7.4 3 (1H, ddd, J= 
8.1, 7.7, 5.5 Hz), 7.69 (1H, ddd, J= 8.1, 2.6, 1.5 Hz), 7.81 (1H, ddd, J 
= 7.7, 1.5, 1.1 Hz). 
#%$IA 3 1. 

#^#|JA. 1 6.,(I2pC N N-(2-^p P^>V-i';i/)ro,.hf y >.-f * >©f^t).D \Z N- 

(3- h u ?;b;tP^;i^>vV ;Wrp w * xn-C3,5-^£ p p^> w 
;i/)7°p i^L/>-r ^ x NT(3-ni^;i/^>y^.;i/)^P Ki/>^ ^ > x n-[3-(i-^5F-. 

♦ 

)V3L ^ ;u ) ^ > v> ' -r ;w ] f p t: 1/ > >f $ > > N- ( 4- ^ ;i/ ^- p - 3 - ^ =$- )i * > v* A ;b ) 

7n^l/>^f^x N-(4-v7P^:>;u^>vV;i/)7*P t°l/ W ^ N-(3- 

» 

31-l~31-7^Lfeo 

#%$JA'fb-&tr3 1 - 1 : 2-(4-bU.^;i/)-l-(3- b U 7;i/^-p^^;i/7^-;i.) 

'H-NMR (CDC1 3 ) : 4.33 (2H, s), 7.21 (2H, d, J= 6.0 Hz), 7.65 (1H, dd, 
J= 8.4, 7.7 Hz), 7.87 (1H, d, J= 7.7 Hz), 8.18 (1H, d, J= 8.4 Hz), 8.26 
(1H, s), 8.59 (2H, d, J= 6.0 Hz). 

#%#IA'fb'&tJ 3 1-2 : l-(3,5-^7PP7x^;p)-2-(4-lf.U^;i/)x^y > 
m& 163-164°Co 

#%#]Afb-&^3 1-3 : l-(3-x5 1 ;i/7xx;i/)-2-(4-tfUi;;i/)x^y > 
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Hu& 102-103°C o • 

< 

• #%#JA-fb-&tj3 1 -4 :]-[3-'(1-^^1/x?-;H7i-^]-2-(4.k »J^;i/)i^ 

7 > • 

Ife^ 50-52°Co . 

i - * . , 

• i » 

I I * 

• 5 #%^iJA'fbfn-tJ,3 1-5 : l-(4-7;i/^P-.3-^^;b7 x -;i/)-2-(4-tf U 

$ 7 7 ' : ■ ' , ■ ' 

ibk 86-88°C 0 . • 

I 

*. . . - _ . . ►. . 

#%$JA<fb-£tJ3 1 - 6 :l-(4-$/^D^^v;i/7x-;i/)-2-(4-^»;^;i/)oi^ y 

* 

> ■ . • 

. io vi^t/.c... ' ' • ... 

'H-NMR (CDC1 3 ) 6 : 1.32-1..52 (5H, m), 1.77-1.89 (5H S ■),. 2.58 (1H, m), 

1 * 

■ 1 

4.26 (2H, s), 7.20 (2H, d, J= 6,3 Hz), 7.32 (2H,' d, J= 8.4 . Hz), 7.93 

1 ^ 

(2H, d, J= 8.4 Hz), 8.56 (2H, d, J= 6.3 Hz). 

1 

.#^^JA<b^t)3 1 - 7 : l-(3-7;P3j-D7x-;i/)-2-(4-b°U J > 

t 

. 'H-NMR\(CDC1 3 ) (5 : 4.28 (2H, s), 7.20 (2H, d, J= 6.2. Hz), 7.33 (1H, ddd, 

» 

J= 8.1, 2.6, 1.1 Hz), 7.49 (1H, ddd, J= 8.1, 7.7, 5.5 Hz), 7.68 (1H, dd 
d, J= 9.5, 2.6, 1.5 Hz), 7.79 (1H, ddd, J= 7.7, 1.5, 1.1 Hz), 8.58 (2H, 
d, J= 6.2 Hz). 
20 ##MA3 2 

#%$J A l 7 izm t > y - M n >J XDftto *) iz 2,4-;i/^- V r - n u y > £ 

ffiV^T, T!B©#%^JAjb^3 2 - 1-3 2-4^^Lfeo 

##^!lA'fb^3 2- l : l-(3-^^;i/7x-;i.)-2-(2-^5 : -;i/-4-^U^;i/)ji^ 

7> 

25 !u£ 56-57°Co 

#%#JAlb£tJ3 2-2. : H3,5-^^^;i/7x-;i/)-2-(2-^^;W4-^U^;i/) 
7 > 

'H-NMR (CDCI3) 5 : 2.38 (6H, s), 2.54 (3H, s), 4.21 (2H, s), 6.98-7.10 

196 



WO 02/051442 PCT/JPOl/11353 

(1H, 7.01 (1H, 7.06 (1H: s), 7.23 (1H 3 s),' 7.60 (2H a s), 8.42 : 
•■■ 8.45 (1H, m). • ' ,, . 

###JAlbl§,tj3 2-3 : 2-(2,G-i/*?)l-4-¥ !J^;i/H-(3-^f;i/7i-Jl/) 

x#7> . . 

i i . 

5 l!^ 46-48°Cc 

&%MAib&V3 3 2 - 4 :l-(3,5-^^f;i/7x-^)-2-(2,6-y^f M-t'J^ 

i 

>)x7 7 > 

i 

1b£ 135-136°Co 

* * 

i 

. #%#]A3 3 . - ■ 

10 2r(2-tert-7* h ,4r v 5. -V -4-fcT U ^;i/)--l-(4-^ V.7 

x 7 7 7 ' • . ' 

,. 2-%eH-Th Xi/ftfrtf-frT $ S V'i?>(2Q .g, 97 mmol ) © fttak 

=r h 7 t K d 7 =7 > (300 mL) Wk * -78°C fc Jfcfi] L s § vgi? ft ft s £ 1.6 M n-7* 
.5r;w.y^fcA^*tf >$8*(140 mL,.0.23 mol) atbfe, »Til*T»MT..30' 
15. ^fr^YfHffc^ -78 0 Ctl^L^oN-(4-^ , h4:>^>VV;i/)7 , DtfL/>.^ 5. 

■ ( 

; , 7(25 0.13 mol) CQMcx h5t KD7^>(50 k)*#*»TLfco»Tife-X 

♦ 

• ti?ST2 Wttffeo EJ£$I'&*fczfc(100 nL)M<V7'D ^J-r;i' 
(300 "mL)&;&D^ .f#6>nfcft<SS%53lbfco ^©ffllgS^T 1 b^t h'D7 7>- 

20 iM 187-1 90 °Co 

#fiA3 4 ■' • 

#%^JA3 3 tspu x n-(4-^ h^^^>y-r;v)7*Dtri/>>r S>©fU?D fc 

* 

l/W ^>* j etl j e^ffiV>Tx Tf3©#%#JAfl7&^3 4 - l&tf3 4 - 2 

* 

25 l&bfco 

##$J Atfj£4fcl 3 4-1 : 2-(2-tert-7* h ^>#;i/#x;i,;p S 7 -4-tf U 
-(3-^;i/7x-;v)i^;> 

Ife,£ 144-146 e C 0 

##^JA<b^3 4 - 2 : 2-(2-tert-7*h=¥^*;i/^-;vr^ 7-4-tf'J 

■ * 
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-(3,5-^f;i/7ir;i/)x^>'> - 

ibj& 133-136°Co 

. . . • . • 

#%#IA3 5. 
2- 7 M D -4- ^ j- JV h c U ^ > 
5 ^xVi>^-;i/ 77^7hU- (Journal of 

Medicinal C h e m i s't r y ), .3 3#, 1 6 6 7 - 1 6 7. 5 M , 1 

m& 82-86°C (10kPa)c ' _ • _ 

MiA3 6 

10 2-(2^MP-4-f'JyJH-l-(3-^5 1 ;i/7i-JV)x^/> 

* > 

7)ln>mm%T, vyv\f)l7^ >(44 iiiL, 0.31 mol) h?t K 

X300 mL)vg?#£-78°CJ::^£PU M n-7'^;b U 5" ^ 

A^*1t>Mi(190 mL, 0.31 mol ) £ v&T tfeo $iTSI7& 10 ffi. 
1>T 2-7;i/^-D-4-^^;i/t'''; v>(34.5 g, 0.31 mol)©«^ h^h FD77 

15 >(3o A)®m%mz.tc6 M?ii§r«-io c c-e 3Q.ftmfr^m#'tzo:fcjfo%mz- 

i " — 

■\ 78°C(3^t N- ( 3- ^ f > ^ >T ;V ) e 52 g, 0.30 mol) ©ft* 

7j<^ h7t K p 7 7 >(30 J&)®W%mTLtcMTmTWimi&T* 2 ^FS^tS-ff 

.20 • "-D*»fb£«f35 g(J&*.52 X)£»fc e '. ' 

£bj& 66-67°Co . . ; 

#%#JA3 7 

(3-^ h^^W-f ;i/)7*d£l/ W ^>%fli(,VTv Tf3®#%MA4b^ 3 7 
25 . ^^Lfco 

#%MAflj-£$l 3 7 : 2-(2-7;i/tD-4-t 'J y;i/)-l-(3-^ h ^^7 i-^)x^ 
7 > 

•H-NMR (CDC1 3 ) 5 : 3.86 (3H, s), 4.31 (2H, s), 6.86 (1H, s), 7.03-7.19 
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* 

» 

(2H 3 a), 7.31-7.59 (3H, ■), 8.18 (1H, d, J= 5.6 Hz). 

• • ##$JA 3 8 , . 

* » 

- d - h u;u N 3-^ h^v*;i/^'-;b^>v- h U;i\ 4-^ f^v>b;i/#'~ 

ft-? tiffin T.> TI3©#%^JA-fb^-t)3 8 - 1-38-21 S^figtfe 0 

'H-KMR (GDC1 3 ) 6 : 2.37 (311, s),. 6.88 (IK, brs),. 7.06 -7.23 (3H, m), 7... 
; 15 24-7.31 (1H, id), 7.88 (1H, br s). 11 

'•.#%WA^^-'t)3 8 - 2 : Z-^9-)V{^^yXTX Y) . " - 

M 88-8 9°Cc • 

#%^JA>fb^3 8-3. :4-^^;KW>X7.^ K) 
£u£ 172-174°Co 
20 ^MAit^3 8-4 : 2-^7 DDf^>X7 5 F 
§kj& 58-59°C 0 . 
^mA1h-&%?}3 8 - 5 : 3-7DD^^>X75 K . 
M 114-115°Co 

#%^JA<b^%3 8 - 6 : 4-7 0Pf^>X7U* 
25 Bkj& 130-131°Co 

#^JA{b^t)3 8-7 :3-p< h^^>f^>X7^ K. 

! H-NMR (CDCI3) 6 : 3.86 (3H, s), 7.02-7.08 (1H, m), 7.31-7.36 (3H, m), 
7.46-7.49 (1H, m), 7.76 (1H, br s). 
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#%0OA'fb-&*5 3 8-8 :4-^ ^yf^^>X7 
HljS 148-149°Co " • 

##^JA{b^3 8-9 :.2-7MDf^>X7 
^ 113-114'Co 



#%#IA'fbl^tj3 8 - 1 0 : 3-7Mpf^^/X7^>' 



151-152°C 



#%$JA<b1% 



3 8-11 :4-7^p?-3r^i/X7iF 



!j£ 156-157°Co 
#%#J Artist) 3 8 
[jft" 159-160 °Co 



-12: 4-~ hnfM"^>X7 ^ K 



#%fJA<b A 



3 8-13 : ^^b°^D - '^T 7 ^ K 



188-189°Co • 

#%#>JA-fb-&^3 8-14 : 3-^ h =^>£;^- ^^^y.^y * Y ■ 
Ifej^ 140-141 °Co 



3 8- 15 : 4-pt >#^AMrjl/ft^>X7; K 



191-192°C 



3.8 - 1 6 : 5^:7>;i/T Vh* 



'H-NMR (CDC1 3 ) d : 0.99 (3H, t, J= 7.6 Hz), 1.72-1.93 (2H, m), 2.64 (2H, 
t, J= 7.6 Hz), 7.02 (1H, br s), 7.77 (1H, br s). 
#%^JA{b'a#3 3 8 - 1 7: "f-ft-i V7*f K 

■H-NMR (CDCI3) : 1.28 (6H, d, J= 5.8 Hz), 2.79 -2.96 (1H, 1), 6.99 (1H, 
br s), 7.71 (1H, br s). 
^%MAih^3 8-18: 3-jt^V)\,7^ Y 



•H-NMR (CDCI3) 6 : 0.94 (3H, t, J= 7.3 Hz), 1.31-1.49 (2H, 1), 1.68-1.8 
3 (2H, m), 2.67 (2H, t, J= 7.7 Hz), 6.92 (1H, br s), 7;73 (1H, br s). 
Artist! 3 8-19: ^it^f-^T^ h* 
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i 

* i 

- 'H-NMR (CDC1 3 ) . <5 0.90 (3H, t, J= 6.9 Hz), 1.22 -1 .45 (4H, ■), 1.70-1.8 
4 (2H 3 m) 3 2.66 (2H 5 t, J= 7.5 Hz) 3 7.05 (1H , br s) 3 7.91 (1H, br s). 

5 m& 83-84°Co 

•#*«AM3 8-2 1 :4-7x'-;b (^^7 r ^;UT^ K) 
. ib^ 60-61°Cc 
#%#JA 3 9. 

10 lz s . 2-(4-t' y '^;i/)-l-(3- > U7MD^f jV7x -;v)x^/> N l-(3 3 5-v7 

. . * 

x^y>, ]-[3-(l-^JHfM7x-Jl/]-2-(4-b'iJ^;Hi^7>\ l-(4-7 
jl/7ro-3-^Jl/7ixjl/)-2-(4-t o yy;i/)i^7>, l-(4-i/7DA#y^7i 
-;i/)-2-(4-b .U v;k)x# y >J-(3-7;^D7.i^)-2-(4:b; U 
15 >,^(2-7^D-4-^'ij^^)-l-(3-^*^7iri)x^7 > N 2-(2-7;i/^-p 
-4-'tf U ^;i/)-l-(3-^ ^y7i^)i^X l-(3^ ?jV7ir;H-2-(2- 

^^;i/-4-t fx;i/)x^ y > N l-(3,5-v^ ^-;b7 x -;i/)-2-(2-^;i/-4-b: ^ 

;i/)x^7 2-(2,6-^^^;i^-4-h'U ^)-l-(3^^7 ix;v)x^;x 1 
- ( 3 , 5- )V 7 x x )]/ ) -2- ( 2, 6 - V * -4- \f U ^ ;U ) m 7 > * tlf ftffl 
20 Tt3©#%#)A'fb'&$J3 9- 1~3 9- 1 3 L fc i 

^mAit^3 9 - 1 :2-7*d^-2-(4-^U^;i/)-l-(3- h V 7 ;i/ :t D ^ ;i/ 7 

^M®*£&©KJfefc;S^fco..'-- 

##0yAflV&4&3 9 - 2 : 2-7*D^-l-(3 J 5-^7DP7x-^)-2-(4-bT';^;i/) 
25 >H-fb2lc*Ktt 

1 

253-254°C 0 

##$|Aflj-&t)3 9 - 3 : 2-7*Dt-l-(3-x^;V7 x_-;i/)-2-(4-Vf U 
146-148°C 0 
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. . '#%^JA-fb^3 9-4 :2-7'o^-l-[3-(l-^5 : -;i/x^;u)7x-;i/]-2-(4-f>J 

143-144°Co ■ • 

#%^JA-fb^3 9-5 :2-7*P^-l-(4-7;WD-3-^^7i^l/)-2-(4-t 

. 5 'Ji;;i/)x^ >JMb7K!l§^ . ' ' . . ' ' . • . 

Bkj£ 211-214 C C C •' ' "'. , ' 

#%$J A-fb'-^tJ 3 9 - 6 : 2- 7 D ^ -l-( 4- i/ 7 D X * v ;u 7 x - ;i/ )-2-(4- h° 'J > 

189-191°Cc 

• .10 #%#JAfb-&$j3. 9 - 7 : 2-7'P ; &-l-(3-7;WD7 x ~ ;i/)-2-(4- 1° U y»)i 

*>>*fb2k*i8i 

llj^ 191-1 94 °C 0 '• 

#%^iJA{b-&#J3 9 - 8 : 2-7'D^-2-(2-7;i/^-D-4-e c U v;i/)-l-(3-^^;b7 
x " ) ai 37 y 7 J^bTkUM . ' . 

tf i # • 

': ###VWb-£tf3 9 - 9 : 2-^D^-2-(2-7;i>^D-4-t*.U;>*;i/)-l-(3-/ > 

» 

#%09Afti-&$l3 9 - 1 0 : 2-7 < D^-l-(3-^5 : -;i/7x-;i/)-2-(2-^5 : -;i/-4-tr 

20 u v )i ) x * j y jkfcfcmwtm 

144-146 °Co 

. I ■ • 

^^JA^b-^tlSg-l 1 :2-7d^-1-(3,5-^^5 l ;L'7x-;i,)-2-(2-p<^;U- 
25 ##^JA<b^3 9-1 2 : 2-7D^-2-(2 J 6-^^^;U-4-lf U ^;i/)-l-(3-^^ 
#%#)Afl:i^3 9- 1 3 :2-7D t-l-(3, 5-^^ f ^7 1 - ;i/)-2-(2,6-S) 
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m& 208-212°C o 
• . #%$IA4 0 ' 

2-7*D^-2-(2-tert-7"h^^*;i/^^;i/T^ 7-4-tf l ) ¥)l)-\-{4-* 

5 2- ( 2-tent- 7*. h * 2/ A ;i/ # - ;u T 5. 7 U S>;i/ ) - 1 - (4-^ ^^7j-M 
x^y>(0.36 g, 1.1 mnol.) ©fti(5 mU^tflUfK 0.058 mL, 1.1 mmoi) £2jp 

i 

m^^m^A mmt^m^tzo &mu&®)*m&L. mzz^vruv 

^x-t;H«LTv IIib^l5 0.44 g(« 82%)£f#fco 

10 'H-NMR ( CDC 1 3 ) 6 : 1.55 (6H 3 s) 3 3.92 (3H, s), 6.35 (1H 3 s), 6,99 -7.1)3 
(2H 3 m) 3 7.66 (1H, dd, J= 6.6, 1:8 Hz), 8.02 -8.07 (211, m) 3 8.20 (1H, d, 
J= 6.6 Hz), 8.70 (2H, d, J= 1.8 Hz), 11.0 2 (lH,'br s). 

♦ 

#%$JA 4 1 

...#%0|JA4 0»^^2-(2-tert-7:h^^^;i/^-;i/7 ? ^ 7-4-£ U^;b)-l-(4 
15 h^v7i-;i/)^^7>©^fcD{z N 2-(2-teH-7' h^v^;i/4->-;b7^ 7- 

. 4- f 'Ay )l ) - 1 - ( 3- ^ 5" ;i/ 7 x - ;i/ ) x. $ J > & t>' .' 2- ( 2-t e.rt- 7* h i> *';v # - 
^-4-b'J> ? ;i/)-l-(3 5 5-7.^ ^Jl/7 i-;v)x^ 7 7£^*l^tlffl^TsT 
IB©#tiAft^4 1-1M4 l-2mifco 

#%^JA^tl4 1 - 1 : 2-7D^E-2-(2-tert-7" hdr^yb^^-^T^ 7-4- f 
20 iJ^;i/)-l-(3-^f;V7xr;Hx^/>iMilI . 

#%^JA'(b^tl4 1-2 :2-7D^E-2-(2-tert-7hdri>*;i/^-;i'T^7-4-b 
U i> 71/ )-l- ( 3, 5 - y ^ ;U 7 x ) i £ 7 >JHb7j<3fcl&«i 

25 #%#1A4 2 

j-^;i/ (4-7x-;i/-i-b^^^-;i/)^;i/^^7f--Y;i/*;i/^°x'— h 

x?-;i> Vf h*;i/V- h (8.1 g 3 62 mmoDCDT-fe h >(30 mL)i& 

$fttc l-7x^;Hf^7^>(10 g, 62 ■DoDfctQiU 1 ^F^n^M^ 
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134-135°C 
. #%#JA4 3 . • ■ 

+ 

5 (4-7xrjH-^7i;-A)jjM^5r^Wjl/^*7-.h(13 g, 44 

■wl) %»tt[it(44 mL) tJD^x &&&& 80°CT'. 2 RfH^tS-fffco ' SJfSS^* 

L&mLis mmft&yo e.i gaum emzmtzo 

ifeiS 178-179°Cc 
10 #f#A4 4. : 

2-^4 2(zfB«6©##MA : fb^4 4 - 1 -4 4 - 1,2 9$, # 
#|JA 8~ 1 2v ###JA4 4 - K #HB§ 6> 1 - 1 0 5 8 OfM.SlfUSP 
4, 6 12, 3 2'lfciBtt©£&£3tl;T£$ffcc 
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R b V S 
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44-64 



44-65 



44-66 



44-67 



•NHCONH-H^^ 



■NHCONH-k /hF 







-NHCONHHv /HN0 2 



C0 2 Et 
-NHCONH-^^ 
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Ws 

I ->~Ra 



44-68 



44-69 



44-70 



44-71 



44-72 
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44-76 



44-77 



^ />-OMe 
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44-88 



-b 
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a 



'a 



i 



R, 



Bb& / °C 



44-126 



44-127 



44-128 



44-129 






-N N-Me 





N 




N 




Me 



Me 
Me 

5- 



Me 




267^270 



248-249 



127-129 



154-155 



i i 



\ 



215 



WO 02/051442 



PCT/JPO 1/1 1353 



10 



#%0JA 4 4-1 
4-(4- 7 D 7 it '=.)]/ )-2- 7 x -;i/-5-(4- h c U )-l , 3-?=- 7 
2-7*P^ 1 l-(4-7;i/^-D7x-;i/)-2-(4-tf 'J^)i^>» >JWb**||ffi(1.6 
g, 4.1 mmol) i:^t^>X7^ F(0.57 g, 4.2 mmol) © i.N-^^^l/^Mj 
S K(5 BL)i&ft*gfiT 14«F^g'jgifffe 0 S*Sii-&i»fc^|fi2K*±.'h U 7'AtK 

Mi^ 135-137'Co 

» 

ftfc^tf £.###J A 4 4 ©7D h >;|«§y±Pj|7^7 h;^WT©I4 3 fc-^-f, 

4 3 







4 4 -4 9. 


'H-NMR (CDC1 3 ) d) : 2.34 (3H, s), 2.70 (3H, s), 7.14-7.38 
(8H, in), 7.46 (1H, s), 7.81 (1H, ddd, J= 6.6, 1.8, 1.1 Hz), 
8.56 (2H, d, J= 6.0 Hz). 


4 4-7 4..; 


MMR (CDCI3) 6 : 2.04-2.26 (8H, m), 2.79 (2H, t, J= 7.5 
Hz), 3.08 (2H, t, J= 7.6 Hz), 6.97 (1H, s), 7.08 (2H, s), 
7.17-7.3,5 (7H, m), 8.50 (2H, dd, J= 4.6, 1.8 Hz). 


4 4-7-5 


'H-NMR (CDCI3) 6 : 2.27 (6H, s), 3.13-3.23 (2H, m), 
3.31-3.41 (2H, m), 6.98 (1H, s), 7.08 (2H, s), 7.19 (2H, 
dd, J= 4.5, 1.7 Hz), 7.24 -7.37 (5H, m), 8.50 (2H , dd, J= 
4.5, 1.7 Hz). 


4 4-76 


'H-NMR (CDCI3) <5 : 0.98 (3H, t, J= 7.3 Hz), 1.43 -1,55 (2H, 
to), 1.76-1.88 (2H, m), 2.26 (6H, m), 3.05 (2H, t, J= 7.7 
Hz), 6.97 (1H, s), 7.08 (2H, s), 7,21 (2H, dd, J=4.6, 1.8 
Hz), 8.50 (2H, dd, J=4.6, 1.8 Hz). 


4 4-77 


'H-NMR (CDCI3) : 0.90-0.97 (3H, m), 1.38 -1.49 (4H, e), 
1.78-1.89 (2H, id), 2.26 (6H, s), 3.04 (2H, t, J= 7.9Hz), 
6.97 (1H, s), 7.08 (2H, s), 7.21 (2H, dd, J= 4.5, 1.8 Hz), 
8.50 (2H, dd, J= 4.5, 1.8 Hz). 


4 4-124 


'H-NMR (CDCI3) 6 : 2.27 (6H, s), 4.38 (2H, s), 6.99 ( 1H, 
s), 7.10 (2H, s), 7.16 (2H, dd, J=4.9, 1.6 Hz), 7.34 -7.41 
(5H, m), 8.47 (2H, dd, J= 4.9, 1.6 Hz). 
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- 

t 

#%0OB1 

(l)#%#IA<b£t)2 3-3 1 3 lO.Omg ' " ' 

(2WIM ' 6 0. 0.mg 

(3)D->^^-^ 3 5. Omg 

• < 

' ■ ■ . .3. Omg. " 

(5)^^T'i>^v^v^A ' '."',2. Omg 

• #fiA^t)2 3-3 1 3 1 0, Omg. £?Lfl6 0. Omg &lfD->;*£-^3 
5 . Omg 1 0 "%-if 75 1 >,7R«0 . 0 3m] (-if ^^>i: UT 3 . Omg) £J£ 

T» ^ftSPfefc * r7'J >i?^ y")A2.0 mg U EfSf § 0 f# ^5 
#%$JB 2 

(1) #%$JA{b£tJ2 3-3 1 3 1 0. Omg ' . . 

(2) ?Lia , 7 0. Omg . 

* * 

(3) n T >^^-^ 5 0. Omg • .' 

(4) pr^tt7-*>7°> . 7 . Omg . ' 

(5) Xf7'J>iv^^^A 3.0mg- 
#%#JA<b^-tl2 3-313 10. Omg tX^TV >^x-^^>^A 3 . Omg £ 

qri§ttT ? >7 e >©7R^M0. 0.7ml (^m^yyytLX 7. Omg)Tll^bUfe^ 
.SS»U ILM7 0. Omg M^->;^-^5 0 . Omg ^UlirrSo ^tl^H^L 

#%#B3 

U)#^#IAfc£tJ2 3-313 ■ 5. Omg . 

(2) Att 2 0 . Omg 

(3) ^tK £;12. 0ml bt2> 

A'fb'&tJ 23-313 5. Omg SV^ffi 2 0 . 0 mg Zm^yMzmMZ i*\ 

tk^spxt±»2. omi ^i-& 0 mmzzmu mm^Tiz2n\(DT>yMz%m 
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* 

#%$J B 4 

i 

» 

■ ■■ (l)#%^A<b^tJ2 3 - 3 3 1 ' 1,0. Omg 

(2) ?L*S 6,0. Omg 

(3) =J->^^-^ 3 5. Omg. 

■ ■ • i . i 

5 (4)-tf^> • ■' 3. Omg ' \ 

' (5) ZTTVyWr? '2. Omg. 
. #%^JAjb^%2 3 - 3 3 1 1 0 . Omg^lUi.6 0. Omg M'd->7> #-^3 
5.0agOS^»*l 0%-b*7^>2K^O..O 3b] (-t?^> LT 3 . Omg) 

10 xm^tl^mn^^T^ym^.V^iy^L 2. Omg iivll-o-U JE^-f^c ftt'tis 
#%#IB 5 

. .( 1),#^J Alb#fc&J 2 3-3 3 1.. JO. Omg . ... ;. . . 

" • 15 (2mm ' 7 0. Omg. '. 

; . . . ' 

, (3)D-v>^^— ^ 5 0, Omg 

(4) pT^'I4^>7'> 7- Omg 

(5) ;^:py >|£v A 3. Omg 

A<h-&* 2 3 - 3 3 1 1 0. Omg ^X^T'J >^x^^>>>A3 . Omg £ • 
20 Rj^tt^VrXD;^^ 0 . 0 7 ml ( mm^y 7°> i:lT7. 0 mg) T'g^b LfcgL 

?L^7 0. 0mgSt>*a->x^-^5 0. Omg h^1"^o m^tl^E^t 

##$JB6 . 

(l)#%^JA'fb^t/2 3-3 3 1 5. Omg : 

25 (2)Affi 2 0. Omg 

(3)^®7k £«2 . 0ml 

m a 

##^JA'fb-^tl2 3-3 3 1 5 . Omg W:&^2 0. Omg £i^7.M;:$j§?£-g\ 
. tK^Px.T^:1:2. 0ml ill" So Mt^ilU ^®^"f(-2ml ©TV/Jl/t^ 
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l^momi^m^mts J$& (Maniatis ^^^7- • ^d--> 
£\ Gold Spring Harbor Laboratory s 1989 fcfBlffiStiTl^S^&Xttgyg 

5 • (1) hhp3 8MAP4t-^?©^D-->^Ii^aP^A 
*©Hi!/- - ' 

t h p 3 8MAP^- \?mB=f-<0 9u—-V!r\±, llcDNA (S#«S,Q 
UlCK-Clone cDNA) £ iihl, Han (Science 265 (5173), 808 -811 (1 

994)) ©p 3 8MAP^^--tfatfe^0^13^J^#%(C#Mtfe7°7-f v— 
10 >n P38-U : 5' -ACCACTCGAGATGGACTACAAGGACGACGATGACAAGTCTCAGGAGAGGCCCACGTTC 
. TACC-3' VSmm^ 1>S^PAG-L:5'-ACCCGGTACCACCAGGTGCTCAGGACTCCATCTCT -3 5 

i 

PCRgMAmpliWax PCR Gem 10 0 (SM) ^ffl^fcHo 
t Start i£T fro fco-TJiiS$I&£ Its 1 Ox LA PCR Buffer 
15 2/zL, 2. 5mM , d N T P$g$E 3 L N 12. 5 "//Mr'7 ^-m$& 2 . 

> * 

5>aL N MM^^tR 1 L ±H?M^ L'.TBu lit Mfr 

IcDNA (1 ng/mL)i 1 // L, 10 x LA PCR Buffer 3 /i 
Lv -2 . 5 mM d N T P 1 ju TaKaRa LA. Taq D N A p o 1 
ymerase'($il) 0. 5 juhs MS^®7j<2 4. 5//L^lh 1$ 
20 IlfeTItitAmp liWax P CR Gem 1 0 0 (SM5g) £ IMMtU 

* 

9 5°Cf2«ILfe 0 Ifc, 9 5°CT 1 Sg>BB.x 6 8°CT* 
2 73^©-^ ^£ 3 5Hl^^^tfe^s 7 2 e CT*8frmmmLtzo 'l%t>tltz 
25 PCR1||$7^D-X^ (1%) m^acldU P 3 8MAP*±— mte? 
S^'tfl. lkb©DNAirit^^^^ls]i|XLfe^> pT7Blue-T v 
ector (^Mit) f^Xl" 6 £ *)7°^;U KpHP 3 8^1lfe 0 
: 77^U*pFASTBACl (CIBCOBRL) ©4. 8kb Xhol 
-Kpn im^rt±t^^X^ KpHP 3 8© 1 . 1 kb Xh o I — K p n I 
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t 

i 

Krttfc-*SS*gU 75* ^ KpFBHP 3 8£ff^U7cc 

75 * ^ h* p F B fi P 3 8 &1>*B A C - T 0 - B A C Baculoviru 
s Expression' System (GIBCOBRL) £ffl^T$L&;t 
;t*jLD£>f ;i/*0£>f h^^BAC-HP 3 8£sIMU7c c 

5 (2) b hMKK 3mitt<D?v-->ytmmz^*^v^j)ix0mm 

t hMKK 3ififE^©^D-->^ii, lie D N A (^v¥gJ 5 QU]CK-Clone c 
DNA)£HM^ U Derijard, B. Oin (Science 267 (5198)., 682 -685 (1995)) 
©MKK 3&fc3-<Dm&mm*&%1Ziti& tfcr^-C y h MKK-U:5 5 -ACAA 

GAATTCATAACATATGGCTCATCATCATCATCATCATTCCAAGCCACCC6CACCCAA -3'CE?'J«- 3 ) 
10 ,W M.KK-L :5 5 -TCCCGTCTAGACTATGAGTCTTCTCCCAGGAT -3' C^"j#-^ 4 } % ffi l> 7c P 

i 

■ 

PCRMAmpliWax PCR Gem 1 00 (Sil)^l^Ho 
t S t a r t&Tfrofco TS«^ UT. IOxLA.PCR Buffer 
2.,5mM:,.dNT.'PM3 ( u^ 12. .5 juM 7^ x>-$«£ 2, . 

IcDNA (Ing/mL) ^1/zL; lOxLA PCR Buffer 3, 
jllL, 2. 5mM dNTPiti/iL> TaKaRa LA Taq DNA p 

i 

olymerase (.Sffiai) 0 . 5 juh, UMB^2 4 . 5^L^i^lfe 0 
iltfeTlIitAmpliWax PCR Gem 1 0 0 (SMii) £ 1 li 
20 flDU 7 0°CT*5#F^ zK^T* 5 ftfflUm&s ±Ii?KiaiPCR(DSM§ 

mm b 7c o M mm <D A o 7c ^ ^ - 7 & -9- - ;i/ ^ ^ ? ^ - ( ^ - * > x ;i< v -*±) 

fcHzy hL7c^ 9 5 °CT" 2 ^PI®Il 7c o 9 5 6 CT" 1 5#P^ S 6 8°CT 

2 ^©IM £ 3 5 0mb & 1 7c ^ 7 2 °CT 8 ftf^mm L7co # *l7c P 
CR0t)^7i3D-^^;i/ (1%) tt^&HjU MKK 3 3tfE^^^tf 1 . 0 k 
25 bODNAHrit^y;i'/b i ^lHliKt7c^ pT7Blue-T vector 

fcJffAU 7-^^^ KpHMKK3£#7co 
MKK3^^6^tSttM ( 1 8 9#g©S e r£G 1 1 9 3fgOT.hr 
£Glu) IZ^M^^^tzmzy^-i fey Y SER-U : 5 9 -GGCTACTTGGTGGACGAG 
GTGGCCAAGGAGATGGATGCCGGCTGC -3' CK?'J1I^ 5 } &tf SER-L:5' -GCAGCCGGCATCCA 
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_ ♦ 

TCTCCTTGGCCACCTCGTCCACCAAGTAGC C-3' C1B^'J#^ 6 3 ^R^X. QuikCha 
nge Site -Directed Mutagenesis Kit (St 
ratagene) l:J;f)|I^AU'PcaMKK3ffio' 

7"7XU-pFASTBACl (CI.BCOBRL) 0,4. 8kb EcoR 
I -Xba,Iifrjt^±IB7^^$ Hp c'aMKK 3© 1 . Okb EcoR I- 
X b a I 8ff>r£^ U 7*7 X S FpFBc aM K K 3 §^ Lfc 0 

7"7^U*pFBcaMKK3tBAG-T0-BAC Baculovir 
us Expression System (GIB'COBRL) §ffll^TlM 

» 

;^aD^M0^^;w^h^BAC-caMKK3WLfc^ 

. - . . « 

( 3 ) p 3 8 M A P 5- -)-■-•¥ (D MM 

. Si - 2 1«£ lxlQ 6 cells/mL^iU?tlOOmL S 
f -900 II S F ( G I .B C 0 B R L ) Cfll Lfe 27°CT24B$ 

P^ig#L^o MWkZ-^3c3.a<5j)lx<D0j)lXX h y^BAC-HP 3 8 £B 
•A C - caMKK3^tL^0..2mLttlfet, M t3 4' 8 BS'fgigg b £ c 
iSMA^ii^^l ( 3 DOOrpm, 10 m'i.n) (z J; (3 N MMZfrM Itz^ 
PBS^m&*2®ffi®LtzoMm* 1 OmL Lysis buffer (2 
5mM HEPES (pH7. 5), 1% Tr i t onX, 13 OmM N a C 
1, ImM EDT A , ImM DTT, 2 5 mM (3 -glyceropho 
sphate,20mM leupept in, ImM APMSF, ImM S 
odium o rt hovanadat e) (p 
OLYTRON) T*2 0 0 0 0 r pm N 2ftmmM* 2®ftv Z t^MM^m 
Ltzo i« (4 0 0 0 0 rpm, 4 5M bTf#fc±*ffr£> An t i -F 
LAG M2 Affinity Gel U -X h V> • ^ #;i4±) 
Xs rSSMp3 8MAP^r^— €£fSMbfco 
(4) ^StlM?S<£<D$!|£ 

2 6Ong0Mp3 8MAP^--lfMl/ < g©Myelin Bas 
ic P r o t e i n^^tf 3 77 5 /z LSJ6?M ( 2 5 mM HEPES (pH 
7. 5 ), 1 OmM Magnesium Acetat e) CDMSOCift 

tzmm^^ 2 . 5 u Lmu 3 0 °ct- 5 $-m®u l.£ 0 a tp®wi( 2 . 
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i 

bjuM ATP, 0. 1/iCi [g- 32 P] ATP) £ 1 WlUT & Z'b iz 
<£ *) fclfoZ H&.L fep 3 0 °CT' 6 0 -frfcgU 2 0 % T C A 5 0 

(^^A-Fyt^» ^fflt^s GF/C filter (;i 
5 . «^-h*yt^» CMI^h7>^7 7-U 2 5.0mM H 3 P0 4 t 
8fc#Lfco 4 5°Ct'6 0^W^ffets Micros cint 0 (Ay* 

♦ 

&£Mb-&$i©«& ( I C 50 fll) £PR I SM 2 . 0 1 (^77.M-n* V7h^ 

■ 





4 5 


#%#]Albi§r«^ 

• 


"I C 50 . (//M) 


13-14 


0.086 


.13-15 


0.081 


13-16 


0.060 


13-70 " .' ■ . 


0.026 


13-74 


0.63 



##$]C 2 

15 1 ismUltoflt (54 7r^; W-ft (L i f e Techno 1 

ogies, Inc.)^ |:&:7^'JA)M1 OmM HEPES (pH7. 
5) ^tfPRMI 1 6 4 omm (54 U-ZJ n^-*± (L i f e Tech 

• * 

nologies, I n c . ) I) Ife T H P - 1 IIBS^ 9 6 1/- 

♦ 

. h^lxlO s cells /well*: LfcflU DMSOCgi 

ii^ffeoil^TNF-a^EL I SA(R&D Systems^ 

T 
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Quant ikine Kit) SSJ^Lfco TNF-al^5 0% 

t%<D\z>mu®mt i £®0mm (ic so #) *prism2. 01 

4 6 





' . I.C.50 (uM) 


. . 13-16 

* 


' "'. 0.14 , 


13-70 


0.18 


23-60 


. 0.046 



T 

WT©#%$]Dii, WOO 0/6 4 8 9 4 ^mft(DmMmizfe-DTM£t Z> Z 
#%$JD 1 [4-(3 ] 5-y^?;i/7i-^) : 5-(2-7ir^M^j| / t^y-4-t l> ^ 

^) : l 5 3-f7v : -;h2-^;H7^'' , 

-mMV 2 N- [4-[2-^>y-Y;i/T^ y-4- (4^.'HJ/7i-^) -1 S 3-.^TV 

;i/-5--f ;U] -2-f U y;i/]^>7'7 $ k 
#%$ID3 N- [4- (4-^ h+y 7xr;b) -5- [2-[ V Jltf=-}IT 

v7) ■]-4-VVi>)V] -i,3-^TV*-;i-2-^] 'zp?->7$ H 
#%$]D4 N- [4- [2-7^7-4- (4^|^J/.7i-A) -l s 3-?-7V-;i/-5- 

mmV5 N- [4- [2-7^7-4- (3,5-^^^;i/7x-;i / ) -l,a-^7V-;i/-5 

-^^]--z-K.'jy;p] ^>X7vh* 

|M£#JD6 N- [4- [2-7a74- (3,5-^^^1/7 
#%#ID7 N- [4- [2-7^7-4- (3,5-^ ^ ?n>7.x -JV) -l,3-?1?V~-)),-5 

-r;i/] -2-tf v^jii ^>X7* Fi&mm • 

mmJ)8 N- [4- [2-7^7-4- (3,5-^ 5^1/7 ^ - -1,3-f 7 V-;h 
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> ■ 



#%#|J D 1 





5 #%$]D 2 




#%#| D 3 




10 
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###'JD 5 




•#%#J D 6 




10 



mmD9 n- [5- (2-^>^-f;i/^^y-4-tr'j^;i/) -4- (3,5-SM^;i/7 ^ 

###ID1 0 N- [5- (2-^>^;P^y-4-t''J^;i/) -4- (3 ) 5-^f;i/7x 
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♦ 

■#%#JD 1 1 N- [4-. [4- (4-^ h^^>7x-;i/) -2-^^^7^-1,3-^77 
#%#JD 1 2 N- [4- [2-7* 7-4- (H^7i-^) -1,3-^7^-^-5- 

■ * 

5 #%$ID 1 3 N- [4- [4- (4-^ Ky7i^) ^-1,3-^77-^-5 
#%$ID 1 4 N- [4- [2- (4-7WD7x"A) -4- O-^f^^x-jV) -1, 

3-f 7V-;i/-5-^;v] -2-try^;b] 7xx;i/7-teb7^ K 

#%#0D 15 . 
10 #%#iJD4b-&tl 1 5 - 1 :N- [4- [4- (4-* F^y7x^) -2-^ 7;i/-l , 3- 

. ■ 

5 L 7v*-;i/-5-^;b] -2-t°u^;i/] 7i^m K7^ K 

#%$JD-fbl^tJ 1 5-2 : N- [4- [2-x^;UH- (3-^^7i^) -1,3-5" 

7v-;i/-5-^ -2- tf U 7i-;i/7t h7^ K 

#%#ID4b^tJ 15-3: N- [4- [4- (3-Xf Jl/7xr;i/.) -2-7°p tVl/-l,3-. 
15. ^7V'-;i/-5-^;b] -2-'f !J yjb] 7x^7^ H 7 5. K 

#'%$ID'fb'&t>l 5 -.4 :N- [4- [2-7>;H- -(3-^f ;b7x^;i/) -1,3-7 

» 

7 N y'-;i/-5— -2-b°U^;H 7x^;i/7-b h7 5. K 

##$ID-fb-£t)1.5 - 5 :N- [4- [2- (HDD7xr^) -4- (Hfjl/7x 
-;i/) -1,3-^77*— ;i/-5-> f;i/] -2-tr Di>;i/] 7xx;i,7-te b7^ h* 
20 ##^JD<b-^tll 5-6 :N- [4- [4- (3-^fJb7xr;v) -2- (4-p< 7;b7-;?l- 
7x-;U) -1,3-^77— ;k-5->f;i/] -2-1^ U 7x-Jb7th7^ K 

##$JD 16 

^WJD'fb^tll 6-1 :N- [4- [2-x7;i'-4- (3-^?Jl/7x^) -1,3-7 

7^-;v-5-f ;v] -2-tru^;i/] ^>X7$. h* 

25 • #%#iJD4b-£tll 6-2 :N- [4- [2-x7;i/-4- (Hf;i/7x^) -1,3-7 

7V"-;i/-5— r ;i/J -2-t:yy;i/] -3-7x-;i/7'ntf^->7^ h* 

^mDih^l 6-3 :N- [4- [2-x7;i'-4- (3-^f;i/7x_;i/) -1,3-7 

7v*-;i/-5--f ;v] -2-i^u^;i/] -3- (4-p< h^y7x^) 7 , DUt>7vF 

.^^JD-fb^ l 6-4 :N- [4- [2-xf;R- (3-^^7x^) -1,3-7 
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» 

7v"-;H-f;H -2-t c u^;v] -3- (4-7MD7^-;i/) 7d^>7^ h 

. „ #%^JD{b^tJ 16-5: N- [4- [2-x.?->-4- (3-^ 3^1/7 x -1,3-5" 
. D <fb-£t>l 6-6 : N- [4- [2-x5t;I/-4- (3-^f^7i_;i/) -l^-^ 

- ■ - - « . • 

#%0ODjb-&^.l 6-7 : N- [4- [4-" (H^7ii;k) -2-7' D kf;i/-l, 3- 
? 77-^-5- r;i/] -2-^iJy;i/] ^7X7; K 

D 4b^tJ 1 6-8 : N- [4- [4- (3-^;i/':7 x -)),) -2-7°D £./l/-l,3- 

» 

10 #%#>JD'fb-&tJl 6-9 :K-.[4- [2-7^.n/-4- (3-p< 5^7 x -1,3-^ 
7V"'-;i/-5-> f;i/] -2-t°US7;H ^>X7U' • 
#'%^JD^b-&^l 6-10 : N- [4- [2-7>;i/-4- (Hf^7xr;i/) -1,3- 
. f7V-;H-''f;i/] -2-t'JyJb] -3-7x-;L'7Dh^77; K 

#%#iJD/fb-£tJ 1 6-1 1:N- [4- [2- (4-7;i/tD7xrji.) -4- (3-^^;b 
15 7x->l/ : ) -l ) 3-f7V*-;H-^JI/] -2-b c yi7;H ^>7CT$. h* . 

: : ' #%^J D ib-^-t; 1 6 - 1 2 : N- [4- [2- (4- 7 o 7 x - )V) -4- ( 3-^ 
': 7x-;i/) -l,3-3 L 7'V-;i/-5--f -2-h°U -3-7 x~ ;i/7"b M yy ^ 

i - < 

/ 

K 

#%MDft^*-l 6-13 :N- [4- [2- (2-7 D D 7 x ~ -4- (3-^^;V7 
^MDih^l 6 - 1 4 :N- [4- [2- (2-7 D P 7 x^;i/) -4- (3-^;i/7 

•. i . .... 

x-;v) -i,3-^7>v*-;i/-5— f ;v] -2-lfU^;i/] -3-7 x -;b7*P tf:t>7 5. h* 
#%0UDfls^$rl 6 - 1 5 : N- [4- [4- (3 ^ f fry x-)H -2- (4-^;i/^ 
t7x^Jl/) -l,3-^T s /-;i/-5-^;i/] -2-h°'J^;i/] ^7X7^ K 
25 ' #%#J D -ffr&if 16-16 : N- [4- [4- (3-^f;P7i-;i/) -2- (4-^^;Vf- 

^7x-;i/) -1,3-^7 y-;i/-5->f;i/] -2- tfU^;i/] -3-7 x-^ravf^-^T 

1 . #%$J D -fb-^tr 16-17 : N- [4- [4- (3-^ ?fr 7 x-^) -2- (4-^ ^ 

t7i-;p) -i,3-^T\/-;i/-5— r;i/] -2-t:u^;i/] -2-3^7 x>^;i/^>it 
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* 

• • #^#0!lD'fb-£tJ 1 6-18 :N- [4- [4-'(3-^^7zr}|/) -2- (4-/^;i/^ 

i * • p 

. ##$ID 1 7 N- [4-.[2-x^;i/-4- ,(3-^A7x-Jl/), -l,Z-?7"J -Jl-b- 

5 -r -2-tf -n-^ ^;i/7 x - ;i/>-fe h r $ k • • •. 

#%#JD 1-8 N- [4- [2-x^;i/-4- (3-^;i/?xz^).-l,3-?7V*-;H- 

I 1 

#%$JD 19 

#%#'JDfti1%$Jl 9- 1 :N-^>^;i/-N- [4- [4- (4-M- Y.^U? -2- 

io ^f;i/-i 3 3-f7v-;H-^;i/] -2-t:'Jyji/] 7^> 

■#%0yDflj-&«!l 9-2 :N-^V^;i/-N- [4- [2-x^;U-4- (3-^fA7x'r 

■ ■ ' • ■ 

))/) -i,3-f-7v/-^-5--f;H -2-tf u ^;i>] TS. >' 

I 1 

#%0yD-fh^l 9-3 :N- [4- [2-x3=-;i,-4- (3-^fJl/7x~^) -1,3-^ 
7V'-M-^fM -2-fU^;v].-N- (2-7xx;vx^.;i/) r = > 

15 #%#>JDlb£-!fej i 9-4 :N- [4- [2-xf;H- (3-^f;V7i-;i/) -1,3-?- 

. .. 

-2-tru^;i/] -n- (3-7x^^7d^) " ■ • " 

#%^JD{b-^t)l 9-5 :N-^>^;i/-N-:[4- [4- (HfJI/7xZjb) -2-7° 

u tf;i/-i 5 3-^Ty-;i/-5-^;H -2-h*u ^;i/] 

► 

#%#iJD<fb-£^l 9 -6 :N- [4- [4- (3-^;i/7 i-» -2-7Dt;V-l,3- 

20 3-? s J— ;i/-5— f;i/] -2-t: i> -N- (2-7x^m^v) 7^ > . 

D 1 9 - 7 : N- [4- [4- (3-/?>7i-^) -2-7nl??H,3- 

3-7 s J— ;i/-5->f ;v] -2-b°u^;v] -N- (3-7x^;i/7o vf;v) 7^> 

#%#JD*b-&%l 9-8 :N--^>y;i/-N- [4- [2-7*^;i/-4- (3-^7JV7xz 

25 . #%^JD^tll 9-9 :N- [4- [2-7*^;t/-4- (3-^iV7xrjl/) -1,3-?- 
7y-;H-^M -2-^U^^] -N- (2-7x-;i/xfjV) . 

#%#JDflj-&^ 19-10 : N- [4- [2-7*^;V-4- (3-^f JV7 x-;V) -1,3- 
f7V-jH-'f;V] -2-tfU^;V] -N- (3-7xx;V7°Pt?M 

#t«Dfli^ftl ; ?-l 1 :N-^>^;V-N- [4- [2- (f7^D7x-iP) - 

229 



25 



WO 02/051442 PCT/JP01/H353 

4- (3-^;i/7xiji/) -1,3-^7 v-;i/-5-^;v] -2-hu t^> ... 

#%#JD<b£1£)t 9- 1 2 :N- [4'- [2- (4-7^071^) -4- (3-7^ A 

i i ' . ' 

7xz^);-l;3-f7V*-JH-^;i/] -2-tf'j^;i/] -N- (2-7 1^^x^1/) y 



5 ##$JD<b£iTl 9-13 :N- [4- [2- (4-7MD7x-;|/) - 4 . ( 3 -^ ;l/ 
7l -^) -l,3-^7V-;b-5-^;i/J -N- (3-7 x-;U7°Dlf;i/) 

#%#JD{bl%fn 9-14 :N-^>v;k-N- [4- [2- (2-7dd7x~;v) -4- 
(3-/fA7ir;b) -1,3-^7^-^-5^ ;iO -2- 1° <J 7 ~ > 
10 .##0JD{b£t>.l 9-15 :"N- [4-[2- (2-7 D D 7 x £ ;!✓) -4- (3-7^1.7 

-i,3-^Ty-;i/-5-.>r;i/] -l-M\)V)V\ -N- (2-7 x 7^ 
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j:t 2 0, 0 0 0 r pmT2 0l!J>l@£ 3 £ £ ti X D «£5»bfco 

Mfe^s 2, 0 0 0 r p mT 1 O'ftm&MM-LX. MB#£^tf±Yi <H# 
feo C(D±vf £jg3I<0$l (^x;VL 8-70M, D-#-7 0 T i , T>) 

* * * ■ * 

25 3 0, OOOrpmfl B^tI'I^H bt\ JUli^^^tf ^MtJ^tffco 

&fc v ?Mtj£2uni t/mL 7rV 5. ±— If (^-'j >#-v 

WW A) S^ftT^-fc^-W^T-I I tSlts 3 0°CT-3 0^r«ilb 

5.) T'^y i/>A 3 ^f*i|S-^^ 
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9 6<>i;i/7^^D,7l/-h^ ±134) ~zmt>titz 1 0.0 Ag/mL® 
[ 3 H]-.NECA 4 1 0nMfcfc*J;5fc*jbDU ififl 

OmM Tr i s ;W7r- (pH7. 5) T,3»Lfec 7-f;i/*-£<£ 
*S^x v>r* d i/ o ( n *> ti- H )£ 7 ^ ;^-CJDi, h y 7* h? > 

v*-K) TMMtt^MJU [ 3 H1 -NECAOKI^O^i*5 0% 

im'p$#%(Diz,&mtem$L<bG%!)<Dmm ucso^pri sm 2 . 0 1 <^ 

I - - 

7 V7h->i7) (CTgtlilfco ■ 

1 

#%$JF2 

i 

WT(3|Bfig(Dai^^^^; (Maniatis ^ l/^j. ^ - • 7 n-~ > 
7\ Cold Spring Harbor Laboratory , 1989 ^) \z%^WL^tiXU^l5^kJL\tUM 

( 1) b h p 3 8MAP^^-^»e?07p-->7*^*l^x.A^it DV7^;i/ 

t hp3 8MAP^t- lr^E^O^D-->71^ lie D N A Q 
UICK-Clone cDNA) £ fi^U Han £>CD?B£ (Science 265 (5173), 808 -811 (1 
994)) ©p 3 8MAP^±— if3tfe?CDtiaiB^#%(3^tfe7^'f v— fe 
y h P38-U : 5' -ACCACTCGAGATGGACTACAAGGACGACGATGACAAGTCTCAGGAGAGGCCCACGTTC 
TACC-3 5 C1B^J#-^ 9 ) PAG-L:5 5 -ACCCGGTACCACCAGGTGCTCAGGACTCCAT CTCT-3' 
C12^#^10D £fflV>7rPCR&£<fc Dftofco 
P CRM/foiiAmp 1 i Wax PCR Gem 1 0 0 (SM31) £ffll^cH o 
t ■ S t a r t St-fiofe. Tl«i: LT, 1 Ox LA PCR. Buffer 
2. 5mM dNTPit3//L, 1 2. 5//M7 , 7^7-ii#2. 

cDNA ( 1 ng/mL) fcl/zLx IOxLa PCR Buffer 3// 
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i 

hs 2. 5 mM dNTPii 1/iLs TaKaRa LA Taq D N A p o 1 
• •■ ymerase"($IS)-0. 5 u MBM^ 24 . 5 uL%m-&Ltzc M 
mLtzTmumz Amp 1 i Wax PCR Gem 1 0 0 £ 1 «jbD 

* • * 

13 -fey h Lfc#v 9 5°CT 2^FMLfco 9 5<°CT 1 6 8°C 

r-2ft?3®VJ ZJIZS SMWiVMLtzfes 7 2°CT*8«Ibfco n^ixtz 

i • ■ 

p cr^«t#d -7.^01/ ( 1 %) «§u«u p 3 8map*±— eat&y- 

£<b& 1 . 1 k bODN AMfr*>f)\sfrib®l&Ltz&. pT 7 B .1 u e-T y. 
10 ector (^®3t) lzifA1"'SCl.fctzJ; D 7^7^ h'pHP'38^ibL 
. 7 :7 7 5. HpFASTBA'C 1 ( C IBCOBRL) ©4 . 8kb Xhol 
p n I rrJt^±IB7'^.7 ^ KpH P 3 8© 1 . 1 k b Xhol-Kpnl 
if )* ^ l> 7*7 X ^ K p F B H P 3 8 *itm L tzo 

♦ 

... 7'77^,FrFBHP 3 8 MB AC - TO-B'A C Baculov i.r.u 

* 

« 

15 s Expression System (GIBCOBRL) ^ffl^TlM 

■ 

',;^iv^jl/70^;^x h y7BAC-HP 3 

(2) t hMKK 3^E^CD^D-^>7*^*l^A/^J-Dr7-r;V7CDH^M 
b hMKK Zmtt®>7U--y?\±, RIcDNA (m#^,QU!CK-Clone c 

* 

DNA)£^£L^ Derijard, B/£©$g£ (Science 267 (5198), 682 -685 (1995)) 
20 CDMKK 3ate?©^lB^!j^##tMbfc7^^ V— fey h MKK-U:5' -ACAA 

• » ' 1 

GAATTCATAACATATGGCTCATCATCATCATCATCATTCCAAGCCACCCGCACCC AA-3' C»J#^ 1 
1) &Z>* MKK-L : 5' -TCCCGTCTAGACTATGAGTCTTCTCCCAGGAT -3' CIB^'JS^ 1 2) 
l^cPCR&fcJ^fT^fco . 
PCRTOAmpliWax PCR Gem 1 0 0 (S*I3£) Zm^tzE o 
25 t Start^rfTofeoTliiilUTs lOxLA PCR Buffer 
2//K 2.-5mM.. d'NTPS»3^.Lx 12. 5 //M7°^>f 2 . 

IcDNA (Ing/mL) £1#L, lOxLA PCR Buff er 3 
/IL, 2. 5mM dNTPiil^Ls TaKaRa LA Taq DNA, p 

A 
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mm 



o lymerase 0. b juL, MMi^zk 2 4 . 5 juLZm^tltzo 

tfeTlflM^Amp 1 i Wax PCR Gem 100 
SOU, 7 0°CT»5 3f E § N *#T5#IBMft3«; JJfii*M?CHOfi*'«t 

* ♦ ■ ■ 

» 

t-feyhUfe^ 9 5°CT"2#feML£o 9 5°CT 1 5U>|ilk 6'8°C 

P CR0ti$:T^P-^;b. (i%) «M.»L, MKK 3^ife? £#tf.l : 0 
k b ©D N AiK-?:>f>i)^ 01 Ifct, p T 7 B 1 u e - T vec t o 

MKK 3 Ztfmmmm ( l 8 9#g©S e r>G 1 u, 1 9 3#@©Thr 
£ G 1 u ) f3^H£ 7°^ -Y v— >> ,h SER-U:5' -GGCTACTTGGTGGACGAG 

GTGGCCAAGGAGATGGATGCCGGCTGC -3' CH#J#-# 1 3 } SV SER-L : 5 5 -GCAGCCGGC ATC 
CATCTCCTTGGCCACCTCGTCCACCAAGTAGCC -3' CIBSWf 1 4 ) Sffl^T, QuikC 
bange Si t e-D i'rected Mutagenesis Kit 
(St ra.tagene) tiD^I^iAU p c aMK K 3 %ffitz 0 

r^^vh'pFAST.BACl' (C IB C 0 BR L ) (0 4 8kb EcoR 
I-Xba imftt±m7'5Z^ Kp c aMKK3<D 1 . Okb EcoRI- 
Xb a I frJt&ii^U Fp FB c aMKK 31ftllfc 0 

:7*7>U KpFBcaMKK3 hBAC-TO-BAC Baculovir 
u s Expression System (GIB COBRL) ^ffi^TfflM 
;^ a d -) O i)^ ;w 7 h >^ 7 B A C - c aM K K 3 IS L fc c '. 
(3) 3 8M AT* j—tfomm 

Sf-2 UlMlxlO 6 cell s/mL^W^C 1 00ml S 
f — 9 0 0 I I SFMJgjfe (GIB COBRL) fcjftlfe^ 2 7°CT2 4 B$ 
P^i§^Lfeo £if&;t^iPij7-f ;i/^©«>-f > y£BA'C-HP38£B 
AC - c aMKK 3^^tl^tlO . 2mLiJPLfet^M:4 8f$fgig#Lfco 
ig«M^^^^(3 0 OOrpm, 1 Omi n) ^ M£#MLfc^ 
PBST«$:2|ll^#tfco IfflW^ 1 OmL. Lysis buffer (2 
5mM HEPES (pH7. 5), 1% Tr i tonX, 1 3 OmM NaC 
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i • 

1, IraM E D T A '. ImM DTT, 2 5 mM /3 -glyceropbo 
s p h a t e , 2 oVm leupept in, ImM A P MS F, ImM .-S- 
odium orthov.anadate)'fcBltfc^ t^Wlf- (P 
OLYTRON) T*2 0 0 0 0 r pnu 2 #fflJ8L3I£ 2 @fr"5 - htMl&ltWt 
5 Ife. (4 0 0'O.Orpniv 4 5 ^H)' UTftfe ?> An t i '- F 

LAG M2 Affinity Gel (>f — * h v > • >j X £;i4±) 

Sttlp 3 8MAP+t-fe^llSillfee 
(4) p.3 8MAP*±-^K^S£0?B!l5£. 

■'2'6O'n-g(&gttSp3 8MAP^t-:-l?Ml/ig0Myeli'n Bas 
10 ' ic Protein^tf37. 5MLMi(2 5mM HEPES (pH 
7. 5 ), 1 OmM Magnesium Acetate) D M S 0 Izffiffl-L 
It&m^m*. 2 . 5 jul L«P L'fcgL 3 0 C CT'5 ^« LfcoA TPS»( 2 . 
5//M ATP, 0. 1 # C i . [ g - 3 2 P ] ATP) ^ 1 0^Lgj)Dt§:^l: 
• £ *)5tlfc*mPgi.Vtz.<> 3 0/ST6.0#ffl£jfc$*.fcSU .2 0.°/oTG.A.it^ 5,0,. . 

* » ► 

;W\--KX£- (^y*-h'yf^» GF/C f i It e r {>< • 

s>A->*^tM» ti^Si^ h7>^7 7-U. 2 5 OmM H 3 P0 4 T* 
m&Ltzo 4 5°CT*6 0#IHi&**£-ti:fc3U Microscint 0 (^y* 

20 IflStt&fcl^L'fco 32 P©^ffl#^©&.t)&^£ 5 0%FIit?.Ot^d: 

flfcMb-&*&©a* (i c 60 <ii) tPRi SM2: oi V7h7 

^£^5 3 fcTTsto 



• * 
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5 3 





I C 50 (/zM) 


1 


11 

0.43 


o 


0.063 




• u.UZo 


r 

4 


' •. 0.020 

! , 


5 


0.029 

1 


• 6 


0.023 



-^tUD, ttx-sm (II) ttffKfcp 3 8MAP+±— 

t n f - am&mm^oom^. 

. 1 %im<b t> S/I&WI (70f^.Dy-t(Life' Technol 
ogi e s'i'l'nc'.)^ i^:7> <J'*)Mj OroM HEPES (pH 7'! 
5) ^tfP.RM.1 1 6 4 Oigift (70r^Di;-t (L i f e. Te ch 
no 1 og i es, Inc;) i) TmfeTHP- 1$1K9 6-)xjV7"l/- 
h-Nlx 1 0 5 c e 1.1 s/we 1 1 5 fcWBLfcgU DMSOdgi 

TMLfca. lps mmm mmmms /us/mht^^immL 

±m*mz 0 ±m*<DTNFamm*ELlSA (R&D Systems^ 
Quant ikine Kit) fc j; (rilJ^b-fco T N F a!4^ 5 0 %P1||T 
5©fc»MM(Dlt ( I C 50 t) ^PR I SM2 . 0 1 (^7 7^y 
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5 4 



-C*. ^jrf At-, I T~\ rn JZ3 




Q 

0 


U.UZb 


4 • 


0.01.4. 


5- . 

1 


1 , . ' 0.020 • . 


( 

6 


' 0.140, 



■ 

o 

#%#'JG 1 

(l)D7x3Jry7 

(3)5SSj®zk 



(II) fcfcftft fcTNF-a jl£ffl#rS'l4 * Set # to 



5 . Omg 
2 0 . Omg 



±m.2. oil t <r& 

D7xq^>^ 5 . Omg ^Xt>*^ii2 0 . Omg £^7J<£ 'tK^JO^-T 
^12. Oml fcfa.o jStt&3»U M^~Ffc2ml ©7>7';H:»§o 7> 

#%$J G 2 



(1) P7i3^ 

(2) =7>? h-* 

(3) >»>*D3^»». 

(4) h 4 D (© Dtt) . 

(5) ^r7>J 

(6) *;ni?dpi/^?:;p."fe;i/D— 



5 O mg 
3 4 mg 
10. 6 mg 
. 5 mg 

0 . 4mg 
2 Omg 
1 2 Omg 

•«$sfc:«£t\±e (i) ~ (6> siB^u ttumfc&bfi&Ls ffcmzmtzo 
%Mm i 
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* 

> * * ♦ 

.B*TtU«*tL-fc^|B2 000-39622 0 & £ TFi^II 2 0 0 

■ ■ . 

» * 

I 

i 

10 y. ^ i/;t?vh v • • 

• ■ 

• mmmnm^ : 2 p c re 77 >r h t x ftjs t a * *xfc # u =r 

EJUSKai*^ : 5 ;. P CRffiT^^ v^-t tT^ffira.fc^iStf^tlfe^'jrf 
20 * ^ l/^-f - K 

Wlffl&BMm^: 7 PCRffl7^^^-^bTM-ra«t-5iSft^tifc^Urf 
. * ^ 1/ #5^ h* . 

- ■ 1 

1B^JS1E^J#^ : T 0 P C Rffl >f v- LTftffl t & «fc o Kite 'fife* U 

E^iMsais-S: 1 1 pcr^77^ : ^-fcbTfturrs£$»tt£ftfc*.y 
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* 



• t * 
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If *©IbH • 

1. i "*fc.ii28«±©p'3 sMAP^t- mgmtiz& tn'f 

1 1 

2. ' p3 8MAP*^-^WI£££&. (jsiTf) T N F - a^ffl§||*s N 
5te#gtfcg£*fLT^T-fc ilM^U. yMtli^nfe l , 3 -^TV*-;Wb 

3. p 3 8MAP^- ^PlS^^feii (*5«tlF) TNF-cri41||^ 

« 

' . * i 

R r 
R : 




1 ' 



N 



(I a) 



» - i 



©ffiX i± * © 7 P K 7 y ^T* & S If SfcJI 1 fBtt © E^o 

* ■ 

4 . p 3 8 map *j~-nmmm$. tcit m t n f -am&m ! SM&, 

• * * 




(II) 



R ,a H:**JK^ g&£&.£ bwr$«fc^tr y i? fr&yu±w&£tt lx^x 
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t 

•• • 

Y a ii^^> mmm*. mit^tix^x^'x^mnm^it^ nr 4g 

' *■ 

5. p 3 8MAP=3r±- tflKHt-fefci (*5<fct5-) TNF-aMPlIl^ 
. N- [5- (2-^> v-^ /l/T 7 ^ y-4-t c 'J -4- (Z t h- 7. *=.))/) -1,3- 
10 Jl-Z-JJll 7-fch7^h\ 

N- [5- (2-^>^7^y-4-t'Jy;P) -4- (3,5-iM -7 x n -1,3-^7 
V-;i/-W;i/] 7-fe>7S h\ 

N- .[4- [4- (4-* Ky7i^;i/) -2-^;t/-l 3 3-^7 V'-;i/-5-^ ;t/] -2-t° >J 

i;;i/] A>X7.$ h\: .,' . . , •. ... , ' • , 

15 N- [4- [2- (4-7JbtD^i^) -4- (3:/fjl/7i-;i') -1,3-^7V— ;i/-5 

-•*;>]. -2- t?y 7i-m>7(t>\' . ( . 

N- [4- [2-x^;i/-4- (3-^^7i-;i/) -1,3-^7^-^5-' f ;b] -2-tT U 
;]/] 7 i-jl/7t K7^ h\ 

N- [4- [4- (3-^71/7i^;b) -2-7°n^;i/-l 5 3-^Ty-;i/-5--f;i/] -2-tfU 
20 7i-;i/7-fe h7^ K 

N- [4- [2-7>;i/-4- (3-^f;i/7ir;b) -1,3-^7^-^-5- f ;b] -2-£D^ 
;u] 7i-Jl7t h7^ h\ 

N- [4- [4- (Hf^7 i-JV) -2- (4-^f;i/f-t7x-^) -1,3-^7^-^- 
25 N- [4- [2-x?-;i,-4- (Hf^7irM -1,3-?- 7 V-71/-5-- f ;U] -2-tTU^ 
N- [4- [2-x^;i/-4- (3-^f;i/7xrjl/) -l,3-5 : -7 N /-;i/-5-'f -l-WV 

-3-7 x--;i/7*D t ^->7 ^ h\ . 

N- [4- [2-x^;i/-4- (3-^;i/7x-;p) -1,3-^7^-^5-^;)/] -2-tfU^ 
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* * 

^] -3- (H h^y7i"jb) 7D W>7; F, ■ 
., N- [4- [2-i^;i/-4- (5-^^;i/7x^;t/) V*-7I/-5— f 71/] -2-b c 'ji/* , 

N- [4- [4- (3-^;i/7i-jl/) -2-7'Dt t JH : 3-f7V"-Jl/-5-fJl/] -2-tT.U 

N- [4- [4- (Hf^7xz^) -'2-7D tA-l l ) 3W7V^-5- f 71/] -2-t° y 
' y;t] -3-7xr^7Dt^>7^ F\ . 

N- [4- [2-7^;b-4- (3-^71/7 x^) -1,3-^77-^5-^ -2- 1° g 

.10 n- [4- [2-7*^7i/-4- (3-*^)iy *=.)],) .-i : 3-^7v-;i/-5->f ;p] -2-fy$7 

-3-7 xr^7D t°^->7r b*v ', ' 

N- [4- '[2-.(4-7MD7i^l/) -4- (3-X^;b 7x -;),) -1 ,3-f-T V -71/-5 

. N" [4- [2- (4-7;i/^P7x -4- (3-X^;i/7x-;i/) -i,3-^Ty--;i/-5 
15 f;H -2-tT'j -3-7x-;b7-p t"it>^^ h% . " ' 

: :;:;N- [4- x [4- (3-^^7i-^ -2- (4-^f;^*7x-jv) -i ) 3-f7rt- 
5-^;i/] -2-k*.y^7i/] ^>7C7^ H\ ' 

N- [4- [4- (3-^A7x-jl/) -2- (4-p< mt7xrj|/) -i 5 3-^ T ^_ ;l/ _ 

5— r;v] -2-b°';^;i/] -3-7x-;i/7°P^^>T5: h' v 

1 

20 N-^>^;Mi- [4- [2-i^;i^-4- (3^^;V7x^^) -l,3^7y-;h5^;p] 
-2-f <J^;i/] 7^> N 

N- [4- l2-±f)V-4- (3-p<^;i/7 x-;u) -i,3-^T7-;i/-5-^;i/] 
71/] -N- (2-7i-,)l/xfjl/) 7" ^ > N 

■'; N- [4- [2-3i^;i/-4- (3-^5^;i/7 1-^) -l,3-^7vf-7i/-5--<f 71/] -2-fc*y 

25 -N- (3-7x-;b7Dt°;i/) 7-*> N 

N-^>^;i/-N- [4- [4- (3-^^7b7 x-;i/) -2-7D tVb-l,3-^T7-;i/-5-^ 

" ; N- [4- [4- jl/7 -2-7D tfM,3-f 7y-7H->f -2-1^ ij 

^] -N- (2-7x-^x^) 7Ta 

" l 

* 
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N- [4- [4- (3-^^;i/7 3L-;i/) -2-7Dt';i/-i ) 3-?rv-;i/-5-'f;i/] -2- try 
n-^>^;v-n- [4- [2-7*^^-4- (3-.^^;P7iq;i/) -i 5 3-f7 > ;-;v-5-^;v] 

. -2-h''J ^;i/] TS. 

t i , ■ _ 

5 n- [4- [2-7"?-;i/-4- (3->^;i/7x-;i/> -i 3 3-^tv*-;w5— r -2-t c u^ 

N- [4- [2-7"^;i/-4- (3-^^7x"M -l : 3-5"-TV"-;i/-5--f -2-t°'Jv 

)l] -N- (3-7 x-^7n t?;» T^> N ' ' 

* i 

N-^>^;i/-N- [4- [4- (3-^f;i/7ir;i/) -2- ,(f>Wt7i-^) -1,3 
N- [4- [4- (3-^^7i-)H -2- (4-^Mi7xr^) -1,3-^7-V-^- 

■ ■ • * 

N- [4- [4- (3-^^7ir;y) -2- (H?m7xr;i/) -1,3^-7*^— 
. :5-^,Jl/] -2;-^,U -N- (3-7x^.;i/.7'DtVl/) 'T?.>s 
15 N- [4- [4- (3-^jl/7 i-;V) -2- (4-^ ^)b7;i/^ " )V7 x - ;v) -i,3-.^r 

•" : ..V-;^\5-^]--2-£U^;i'] ^>X7^ h\ • ' : • ' ; 

N- [4- [4- (3-)<f;i/7i-J^ -2- (4-*3-)lZAfr — }l7 x-n;b) -1,3-^T 

y-;i/-5--r;i/] -2-ifU^;i'] 7x-;i/T-fe hr^ H\ 

■ 

N- [4- [4- (3-^f;i/7i-M -2- ;b^;i/^-;i/7xr:;i/) -1,3-^T 

N-^>^;i/-N- [4- [4- (3-^Jb7xr^) -2- (4-^f;^^-;V7ir;i/) 

N- [4- [4- (3-^fji/7i-;i/) -2- (4-^^;i/7>;i/^-;i/7xn;i/) -i,3-^t 
i/-;i/-5— r;b] -2-tf>j^;i/] -n- (3-7x-;i/7n^;i/) t^> n 
25 N- [4- [4- (3^f;i/7i-;i/) -2- (4-^ ^;i/^;i/^-;i/7 x -1,3-^T 

V-;i/-5->f ;H -2-fcf'J -N- (2-7x-;i/xf;i/) t^ >> 

N- (4-7;i/^-p^>^;i/) -N- [4- [4- (3-^;v7x-;i/) -2- (4-p<^;i/^;i/ 

(S) -N- [4- (HfJl/7x-;i/) -5- (2- (l-7i-;i/xf;i/7$ 7) -4-.IT U 
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(R) -N- [4- (M^l/7i^;i/) -5- (2- (1-7i^xWU) -4-f'J 

(S) -N- [4- (3-^^-;i/7 3i -5- (2- y ) -4-tru 

. (R) -N- [4- (3-^fJl/7x-;i/) -5- (2- (]-7n;Hf^7.;;) -4-fcTU 
^71/) -l 5 3-f7V'-JH-^M -2-y ^;i/-n^>7 7 ^ h\ 
(S) -N- [4- (3-^^7xr;i/) -5- (2- (l-7ix;n^7;y) -4-t°'J 
-1, 3-^7V'-Jh2-^ -2-7 DP "Df h\ 
10 (R) -N- [4- '(3-^A7,xr^) -5- (2- (l-7i -jH^7^ /) "-4-t'J 
v7l/) -],3-f7V-;i/-2^Jl/] -2-7DDrqf>7; h\ 
(S) -N- [4- (3^fik7i-;b) -5- (2- (1-7 - ;i x. ^ )i 7 < 7) -4-t»J 

-i ) 3-^7v*-;H-^;h -2-y h^i/-3f>7^ H\ 

(R) -N- [4:;.(3-^f;i/7xt;k).-5- (2- (1-7 x - ;i/;c^;i,7' 5. j ) -4-^n 

15 VM -l ) 3-?7V*-;h2^;b] -2-^ Y*is--n?-y7X H\ 

N- [5- (2-^>^;V7 ^ 7 -4- 1: •) S5 jl/) -4- (3-^ ^7 i^^) -1,3-^Vv'- 
N- [> (2-^>^/U7 7 ^y-4-b'U^;U) -4- (3-^^7i^) -1,3-^7^ 

71/-2--T 7b] -2-^ h^^-rj^^T^ h\ . 

20 N- [5- (Z-i>pfr7k S-A-VVitJl) -4- (3-^;i/7ir^) -i j3 -^ TV *_ 
71/-2-T71/] -2-7DDr3f >7^ h\ 

N- [5- (2-^>^;i/7U-4-t'J^) -4- (3-^;i/7i^) -i j3 -^ r ^_ 

N- [5- (2-^>y.^;i,7 ? ^y-4-^U^;i/) -4- (3-^^;i/7^zi;i/-) -i j3 -^t^ 

25 -;i/-2-^ 71/] "ri^T^ b\ 

N- [5- (2-^ W^;i/T^ 7-4-tf U -4- (3-* ?-;i/7 x 

N- [5- (2-OV^JV7^7-4-t'J^;i/) -4- (3-^^7xr;v) -i j3 -^ TV / 
. — ;i/-2->f -2-7DD^3f>7^ h\ 

* 
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n- [5- (2-^>y-f;wjp^ ¥))/) -4-(3-^f;p7i-;i/) 

(S) -N- (l-7ir;H^) -4- J2-xf^-4- (3-^f^7ir;V) -1,3-?- 7 

;i/-5-f;v].-2-tru^;i/r^ x 

* ' * 

5 (R) -N- (l-7x-;i/X^;i/> -4- [2-xfiH-'(3-^f)b7x^;i/) -1,3-^7 

(S) -N- (i-7irjn^ji/) -4- [4- (3-^;i/7x-;v) -2-rDt;i/-i,3- 
f-T^-;i/-5-^;i/i -2- tf D.^;u7 5. >> 

(R) -N- (l-7i-JVxfJV) -4- [4- (3-^.f;V7ix;i/) -2-.-7D t , 3- 

* > 

(S) -N- (l-7xi)Ufjl/) -4- [2-7"f JV-4- (3-^>;b 7 x " -1,3-^T 

v'-;i/-5— f -2- if u i/jiT 5: >/ 

(R) -N- (l-7x^VxfjV) -4- [2-7^-;i/-4- (3-^f;i/7zi^) -1,3-^7 

+ 

15 (S) -N- (l-7x.x;i/x'f;i/) -4- [4- (3-^;P7ixM -2- (4-^^;u^^ 

. 7x'x;i/) -1,3-^7^^-5-^';!/] -2-fc° >J s?;i/7'^x , 

(R) -N- (l-7iXj|/xfM -4- [4- (3->^l/7ix>) -2- (4-^;i/^:t 

(S) -N- (l-7ix;i/xfjl) -4- [4- (3-^f;i/7xx;i/) -2- {4- * )l X ))/ 
20 *xjl/7ir;P) -l,3-^77-;i/-5->r;i/] -2-}ZW)l7$ 

(R) -N- (1-7x--;1/ol^;1/) -4- [4- (3-^;i/7xx;i/) -2- (A-^^)l^)l 

(S) -N-(l-7x-^i^) -4- [2- (4-7MD7xXjl/) -4- (3-^^;i/7 

25 (R) -N- (l-7xx;pxf;v) -4- [2- (4-7WD7xx;i.) -4- (3-^;i/7 

-i,3-^7i/-;i/-5-^;i/] -2-tr u s^rs >£fci±^©^T-fc£fijilcii 

6. p3 8MAP4f- fctt T N F - am&.mmMbK 

xS ' 
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. C3£ck a'l±NlfeliC« ; 
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i ■ „ 

• . i " • . * 

W b (i-NR 6ll -Y b - (R 6b &7j<5|f^ C j .'<7;^Mn C 3 _ 8 v£p7' 

;i/^;i/^> c 3 -_ e v # d - c 3 _ 3 T;i/^;^ c 6 _ 5 e t y — c 3 _ 

18 atD7'J-M, C , . , 9 7 7 * fe li C. , . , . at'o 77 

- Y b - \k c j i 4 1/ 'fc Hi&tt £ ^ t X - o~3-fci±-s--* % " 

tins i ^fe{±2{iaj^±0aj«T"g^^nT^T^c);^) 

R- 3b t**^lS^N ^py^M^x C i_ 10 r>^3l> C 2 _ 4 7;i/>7--;i/^ c 
3 _ i o ^ V o t;p^;i/Sx c 3 _ , 8 ^ □ & d c 6 . 18 7'j — ;i/^> 

C 3 _ 18 ^PTU-;i/atfeii-.CH=N-N.H-C (NH) NH 2 (luBBOC 

j-io^;^;^ G 2 . 4 7;^r;b$, c 3il0 ^^D7^;v|> c 3 _ 18 ^ 

H = N-NH-C/(NH) NH 2 te N ^tl^tlt KD*5/TMl£ftTlVC*> «fc 

b '< tt c j _ 6 t;i/=j ^ ^> t ft & * tiT v a x & «fc u # ;i/ . 7 „ ; - x 

{±i^-C j_ 4 7;i/^r;i/T^ yi3^•^>*5^:V^.b 7MN-^7 1 P^ ($ S t^D 
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14 C ,i,7;^;V7^ 5 7pN - ^rDJIS. (^t^fD 

io 7 . dtoBn &&mm®.M&& (copd)v y v ■)),*- mm, &m» 7v v 

* * * » 

' '■ . . ■ I ■•>■• 

■ » i 

20 8. «ttTOU-£^Sfcfci:*^ttH»&©*1B • ^*ajT?*a«*S.lI3« 

© 

.9. DilLlJtJt^UTx 1 ^feli21W±Op 3 8M-AP*t- HfPI^H^fc 

ffifij^KCOPDK 7l/;^-^E m 7^V>tfi i3^tt*itt 
ailttxiU7h-r^ ^p->M; <&»Aa 'J^^ BSSajJfiiN Hfils. 
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Sequence Listing 
<110> Takeda Chemical Industries... Ltd. 

<120> Combined Composition 
<130> 09433 

9 

<]50> JP 2000-396220 
<151> 2000-12-26 

<150> JP 2001-27572 ■ 
<151> 2001-02-02 . 

* * 

i » 

* * 

<160> 14 . • 



<210> 1 
<211> 62 
<212> DNA 

■ • ■ . - ■ • - ■ . . - 

<213> Artificial S equence 



<220> ' . . 

<223> Oligonucleotide designed to act as primer for PCR. 

<400> 1 

accactcgag atggactaca aggacgacga tgacaagtc.t caggagaggc ccacgttcta 60 
cc 62 

> ' * 

<210> 2 
<211> 35 

<212> DNA - - 
<213> Artificial Sequence 

9 

<220> 

<223> Oligonucleotide designed to act as primer for PCR. 



<400> 2 

acccggtacc accaggtgct caggactcca tctet 



35 
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* ■ 

<210> 3 

<211> 61 " . 

<212> DNA 

<213> Artificial Sequence ■ 

<220> ' ' 

• ■ 

<223> Oligonucleotide designed to act as primer for PCR. 

<400> 3 ' 

acaagaattc. ataacatatg gctcatcatc atcatcatca ttccaagcca cccgcaccca 60 

a . . 61 

. • ... ... 

<210> 4 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

i 

<220> 

<223> Oligonucleotide .designed to act as printer for PCR. 

► > 

. . .' . . ■ • 

<400> 4 

tcccgtcta'g actatgagtc ttctcccagg at 32 

1 

<210> 5 
<211> 45 
<212> DNA . 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 5 

ggctacttgg tggacgaggt ggccaaggag atggatgccg gctgc 45 

<210> 6 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Oligonucleotide designed to act as prirAer for PCR 
<400> 6 

gcagccggca tccatctcct tggccacctc -gtccaccaag tagcc 

» .■ . 

<210> 7 ■ i. 
<211> 34 , 
<212> DNA 

* 

<213> Artificial Sequence 

<220> - 

<223> Oligonucleotide designed to act as primer for PCR. 

! ' 

I 

i 

<400> 7 ; 
cgcctctaga caagatgccc aacaacagca ctgc 

• • ' 

<210> 8 ' 

< 2 1 1 > 34 ' 

<212> M)jNA , 

<213> Artificial Sequence. 

<220> 

♦ 

<223> Oligonucleotide designed to. act as primer for PCR. 
<400> 8 

Pggggtcgac actactcaga attcttctca atgc 

<210> 9 
<211> 62 
<212> DNA ' 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 9 
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accactcgag atggactaca aggacgacga tgacaagtct caggagaggc ccacgttcta 60 
cc . . 6*2 

<210> 10 ' ' 

<211> 35 

<212> DNA '• • ■ 1 ' 

i ' . 

<2]3> Artificial Sequence ■ 1 ", 

■ 

<220> ' 

<223> Oligonucleotide designed to act as primer for PCR. 

< 

■ 

<400> 10 ' 

acccggtacc accaggtgct caggactcca tctct 35 

» ■ • 

1 i * , 

! 

<210> 11 

i - ■ 

< 2 1 1 > 61 

<212> DNA . 

<213> Artificial Sequence ' • . 

<220> . . • .-. ; ■ ' 

' * • ■ ' ' ■ 

<223> Oligonucleotide designed to act as primer for PCR. ( 
<400> 11 

acaagaattc ataacatatg gctcatcatc atcatcatca ttccaagcca cccgcaccca 60 
a 61 

<210> 12 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

< ► 

* 

<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 12 

tcccgtctag actatgagtc ttctcccagg at 32 
<210> 13 
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<211> 45 

<212> DNA 

■ 

* 

<213> Artificial Sequence 

i 

<220> '. 

<223> Oligonucleotide designed to act as primer for PCR. ■ ■ ' 

r a 

<400> 13 ' 

ggctacttgg tggacgaggt ggccaaggag atggatgccg gctgc • .45 

<210> 14 

<211> 45 . 

» < ■ • 

<212> DNA 

♦ ■ - - . 

<213> Artificial Sequence 

<220> .• '. 

<223> Oligonucleotide designed to act as primer for PCR. 



- i . - ♦ | ■ • ■ - . | ' »•• i 



<400> 14 

g.cagccggca tccatctcct tggccacctc gtccaccaag tagcc -45 
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Box I Observations where certain claims were found unsearchable (Continuation 1 of item 1 of first sheet) 



This international search. report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

\ ■ 

1. |~x] Claims Nos.: 9,10 

because they relate to subject matter not required to be searched by this Authority, namely: 

The inventions as set forth in claims 9 and 10 pertain to methods for treatment 

-.of the human body by therapy 'and thus* relate to a subject matter which this 

International Searching Authority . ds not required' to search (Article 

17(2) (a) (i) (of the PCT and Rule 39.~l(iv) of the Regulations under the PCT) . 

• * ■* 

2. | [ Claims Nos.; ( 

because they relate to pans of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out. specifically : 



3. | [ Claims Nos.: . « 

because they are dependent claims and are not drafted in accordance with the second and thiTd sentences of Rule 6.4(a). 



Box 11 Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 
(See extra sheet.) 
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1. | X I As all required additional search fees were timeJy paid by the applicant, this international search report covers all searchable 

claims. 

2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. | | As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. [~] . No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest j^J The additional search fees were accompanied by the applicant's protest. 

pT| No protest accompanied the payment of additional search fees. 



Fbrai PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. • 
PCT7JP01/11353 



Continuation of A. CLASSIFICATION OF SUBJECT MATTER 
(International Patent Classification (IPC) ) 



Int .CI 



i ■ 



A61K45/06, 31/4439, 31/4545, 31/49V, 31/506, 31/5377, 
A61P1/04, 1/16, 3/10, 7/06, 9/02, 9/04/ 9/10, 11/00, 
A61P11/06, 13/12, 17/04/ 17/06, 19/02, 19/10, 21/00, " 
25/00, 25/16, 25/28, 29/00-, 31/06, 31/12, , 31/18, 35/00, 
A61P37/08, 37/06, 39/02,/' 43/00//C07D417 /04 , '417/14 
(Recording to International F ! atent Classification (IPC) or to both 
national classification and IPC) ' ■■■ 



Continuation of Box No. D of Continuation of first sheet. (1) 



Column II (continued) 

.Claims 1 to' '8, 11 and 12: . , 

From the claims and the statement in the description, it is considered that 
the technical matter common to the inventions as set forth in claims 1 to 
8,' 11 and 12 resides in drugs containing both of the component A) and the 
component B) as will be described hereinafter. 

' A) a. component satisfyinq the following requirements a), b).or a) and 

b) : 

a) p38MAP kinase inhibitor; 

b) TNF-a production inhibitor; and 

B) one' or more components selected from the following c)..to h) : 



c 
d 
e 
•f 

g* 

h 



t 4 



nonsteroidal anti-inflammatory- agent ; •».'•■ 
disease-modification antirheumatic; , , 

anti-cytokine .drug; , 
immunomodulator ; 

steroidal drug; ' j 

c-JUN N-terminal kinase inhibitor. 
As the applicant himself /herself states in the description, the above- 
described components a) to h) are presented as being distinguishable from 
each other as publicly known . medicinal components. Accordingly, the 
technical feature of the inventions as set froth in claims 1 to 8, 11 and 
12 relates to drugs comprising specific combinations. 

Such being the case, it is recognized that the inventions as set forth in 
claims 1 to 8, 11 and 12 involve. 12 inventions of drugs comprising respectively 
the. combinations of a) with c) , a) with d) , a) with e), .a) with f ) , a) with 
g), a with h) , b) with c) , b). with d) , b) with e), b) with f ) , b) with g) 
and b) with h) and, therefore, fail to satisfy the requirement of unity of 
invention. 
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